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Hay4yHm 3aknrouyeHuUsi, OCHOBaHMA 3a NPOMAHA Ha YC/I0OBUATA Ha
pa3pewieHmsaTa 3a ynorpeba n noapo6bHo o6sicHeHMe Ha Hay4YHUTe
OCHOBaHMSA 3a pa3/iMKuTe OT npenopbkaTta Ha PRAC



Hay4yHu 3aknouyeHmsa m noapobHO 06sAsCHEeHne Ha HayuyHUTe OCHOBaHMUSA 3a
pasnukuTe oT npenopbkata Ha PRAC

1 — LlanocTtHO 0606LeHMe Ha HayyHaTa oueHkKa Ha PRAC

CuctemaTta peHuH-aHrnoTeH3nH (RAS) e XOpMOHanHa cUcTeMa, KosITO perysimpa KpbBHOTO HansiraHe m
6anaHca Ha Te4yHoCTUTEe. AreHTUTEe, AencTBawm BbpXy RAS, aencreat upe3 6/10KMpaHe Ha pasindHm
eTann Ha cucteMaTa peHMH-aHITMOTEH3WH, KaTo MOHMXKaBaT KPbBHOTO HanaraHe u ynotpebaTta um npu
NIeYEHMNETO Ha XMMNEPTOHUS U HEMHUTE YCOXHEHUSA (BKTIOYNTENHO OCTbP MHMAPKT Ha MMOKapaa,
KOHrecTMBHa CbpAeYyHa HeAOCTaTbUYHOCT U XPOHMYHA 6bbpedHa HefoCTaTbYHOCT) Cce NpenopbyBa‘B
MHOIMO OT HacTOALWMTE KJIMHUYHM PbKOBOACTBA. AreHTUTe, AelCTBalM Bbpxy RAS, BKkAOUBAT MHXNOUTOPU
Ha @aHrMOTEH3NH-KOHBepTUpawms eHamm (ACE-uHxmbutopmn), Hanpumep 6eHasenpwus, KanTonpu,
umnasanpwsa, genanpun, eHananpun, ho3MHONPUA, MUEANPWI, JTN3UHOMNPWII, MOEKCUMPUI,
nepuHAONpWA, KBUHaNpWA, paMmmnpuia, cnupanpun, TpaHgonanpun n 3odbeHonpun), aHFMOTEH3UH
peuentopHu 6nokepn (ARBS), HanpuMep KaHAecapTaH, TeiIMMcapTaH, BancapTaH, npbecapTaH,
enpocapTaH, ofiMecapTaH, JlocapTaH M a3uficapTaH, KakTo U ANPEKTHU MHXMBUTOPU Ha peHnHa KaTo
aNMCKNPEH.

KoHuenumsaTa 3a gBoHa 6nokaga Ha RAS upe3 koMbuHMpaHaTa ynoTpeba Ha HAKOJIKO areHTa,
Aencrteawm Bbpxy RAS, ce nosssiBa B kpas Ha 90-Te roaMHu Ha XX-B. Bb3 OCHOBA Ha eKCrepuMeHTasneH
Mozen, Ha 6a3aTa Ha xunoTtesaTa, Ye € Bb3MOXHO KoOMbuHmnpaHata ynotpeba Ha APB, ACE-nHxmnbutop
WAN anNCKMPEH Aa ocuMrypu no-nbaHa 6sokaga Ha RAS, koeTo MOXe Aa ce n3pasm B No-406bp KOHTPON
Ha KPpbBHOTO HansraHe u Hedpo- U KapaMonpoTekTuBeH edekTun. Npe3 nocnegHuTe roamHn obaue ce
nosiBUXa HOBW AAHHW, MOpaxkAalun CbMHEHMS 3a edMKacHoCTTa U naeHTuduumpawm npobnemm oTHOCHO
6e3onacHoOCTTa, CBbp3aHW C TepanusaTa ABOMHa 6nokasa Ha RAS ype3 koMbuHmnpaHaTa ynotpeba Ha ACE-
nHXxMémTopmn, APB nnun anuckupeH. Mo-cneumanHo NybnnMKyBaHeTo Ha MeTa-aHanus ot Makani et al?,
BKAOYBaLW, Haa 68 000 naumeHTu, NoBaura onaceHms, Yye KOM6MHMpPAHETO Ha HAKOKO areHTa,
Aencreawm Bbpxy RAS MOXxe aga e CBbp3aHO C MOBULWIEH PUCK OT XUNEpKanInemMunsi, XMnoToHUs m
6b6peyHa HefoCTaTbYHOCT, B CpaBHeHuUe ¢ ynoTpebaTta Ha eauMH eAMHCTBEH areHT, AelcTBaLy, cpeLly
RAS. B gonbiHeHWe, MeTa-aHaM3bT Npeanosara, Ye no oTHOoWeHWe HaMmansBaHeTo Ha obwaTa
CMBPTHOCT ynoTpebaTa Ha HAKONKG areHTa, AencTeawm Bbpxy RAS, He Moxe ga 6bae no-nonesHa ot
Tasn Ha eAuH areHT, AencTBauy cpewy RAS. OTbenssaHo e, ye cbrnacHo yneH 20 ot PernameHT (EO) N°
726/2004 KOMUTETBLT NO NEKapPCTBEHUTE NPOAYKTU 3@ XyMaHHa ynotpeba (CHMP) e nssbpunn
npepasrnexaaHe® Ha anuCKUpeH-CbabPXKaLLM NPOAYKTU CbC 3aK/TIOYEHMETO, Ye Te3n NPoAyKTU TpsbBa
Aa 6baaT NpoTMBONOKa3aHW NpuU NauUUEHTU CbC 3axapeH AnabeT unm ymepeHo Ao Texko 6b6peyHo
yBpexaaHe, kouto. ripuemaTt ACE-uHxnbutopu unmn APB.

Cnepn kaTo pasrfiiefa HOBUTE HallMYHM AaHHM OT HayyHaTa nMTepaTtypa v npeaBua CEPUO3HOCTTA Ha
naeHTMbuunpaHnTe npobnemm, cBbp3aHm ¢ 6ezonacHocTTa, Ha 17 anpun 2013 r. UTannaHckaTta
areHumsa mo nekapcreaTa (AIFA) pewun ga nHMummpa npepasriexzaaHe cbrinacHo uneH 31 ot [mpekTuBa
Ha Cbeeta 2001/83/EO, kaTo ce3mpa KomuTeTa 3a oueHKa Ha pucka nNpu npocneasisaHe Ha
nekapcrteeHaTta 6e3onacHoct (PRAC) n noucka ot PRAC aa nagage npenopbka OTHOCHO CbOTHOLLEHWNETO
rnonsa/puck 3a TepanuaTa ABoMHa 6nokaga Ha RAS ypes koMbuHupaHaTa ynotpeba Ha ACE-nHxmnbutopwm,
APB vnu annckupeH n ganu Tpabea aa 6baaT NnpeanpueT perynaTtopHM MepPKUM Mo OTHOLLEHWE Ha
pa3spelweHusTa 3a ynotpeba Ha NpoAyKTUTe, BKIOYEHW B Ta3u npoueaypa.

1 Makani H, Bangalore S, Desouza KA, Shah A, Messerli FH. Efficacy and safety of dual blockade of the renin-

angiotensin system: meta-analysis of randomized trials. BMJ. 2013 Jan 28;346:f360. doi: 10.1136/bmj.f360.

2 European Medicines Agency recommends new contraindications and warnings for aliskiren-containing medicines,
17/02/2012,

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2012/02/news_detail _001446.jsp&mid=WC
0b01ac058004d5c1
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PRAC nperneaa BCUUYKN HANIMYHU A@HHUW, BKIKOYUTENHO KIIMHUYHU U3NUTBAHUSA, MeTa-aHanmn3m 1
nybnukaumm, otrosopute Ha lMPY, KakTo U Aoknajda Ha HayyHaTa KOHCynTaTMBHa rpyna no npobnemute,
CBbp3aHU CbC CbpAedYHO-CbaoBaTa cucrtema (SAG CVS). PRAC cuuTta, 4ye nMa 3Ha4YMMm gokasaTesicTBa oT
rofieMu KJIMHUYHU U3NUTBAHUA U MeTa-aHanu3sn, Kouto ybeanTenHo nokassaT, Ye TepanuaTa ABOMHA
6nokapa Ha RAS upe3 kombuHupaHaTa ynotpeba Ha ACE-uHxmnbutopu, APB nnm annckupeH ce cebp3sa C
MOBULLEH PUCK OT HEXeNlaHu IeKapCTBEHM peakunun, BKIIOUYNTETHO XMNOTOHUSA, XMNepKaamemMms m
6b6peyHa HefOCTaTbYHOCT B CPAaBHEHME C MOHOTEpanuaTa, No-cneumanHo Npy naumMeHT ¢ agmabeTHa
HedponaTtmsl. ToBa npeamnsBukBa ocobeHo 6e3NoKONCTBO, Thbi KaTo NpuM Te3M NauMeHTn u nNpu
nauneHTuTe ¢ 6BL6peyHOo yBpexaaHe Beye ce HabngaBa 3HaUMTENHO Npeapas3nosioXKeHne KbM passutme
Ha Xunepkanuemums.

PRAC cuuTta, 4ye Hann4yHMTE AaHHM 3a ePMKACHOCT NOKa3BaT, Ye TepanusaTa ABOoWHa 6nokaaa Ha RAS He
ocurypsiea 3HauuTesiHa nonsa npu obwarta nonynaums NaumMeHTH, BbNpekn Yye nMa AoKa3aTesiCTea,
KOWTO npeanosiaraT, Ye HaKou u3bpaHu cybnonynaunm naumMeHT MoraTt Aa uMmaT nonsa OT Tasu Tepanus.
Mo-cneunanHo HAKONKO NPOYyYBaHWMS NpU NauneHTn CbC CbpAeyHa HeAOCTaTbYHOCT NOKa3BaT, ye
nobaBsaHeTO Ha BTOPM areHT, AelcTBal, Bbpxy RAS, MoXe Aa Hamanu xocnutanusawumure rno nosog
CbpAeYHa HeAOCTaTbYHOCT NMpU Te3M NauMeHTU, KOSTO Ce cYMTa 3a 3HauMMa KIMHMYHA KpaliHa Toudka. Mo
Ta3m npuumHa PRAC 3aknto4aBa, ye Tepanusita ABonHa 6nokaga Ha RAS He TpsibBa aa ce npunara
PYTMHHO NpW Jle4eHne Ha CbpAeyHa HefoCTaTbYHOCT M He ce npenopbyBa ripu obwarta nonynaums,
BbMNpeEKN Ye HAKOWU NauueHTn, KOUTO oCcTaBaT CMMNTOMAaTU4YHM, AOKATO NOy4dYaBaT MOHOTEpanus, nnm
KOWTO He MoraT ga npuvemar ApYyrvM anTepHaTUBHW Tepanun, BKAKYUTENHO NOTEHUMANHM NauueHTn
AnabeTHa HedponaTua, moraT Aa MMaT nonsa. JleyeHuneto Tpssbeada ce M3BbpLIBA CaMo NMoj
HabnAEHNETO Ha CNEeUNanmnCT 1 Npu 4YeCcTo BHMMATENHO NpocneasiBaHe Ha 6bbpeyHaTa dyHKUMS,
€NneKTpOUTUTE U KPBBHOTO HansAraHe.

PRAC cuuTa, 4ye usinata HanmMyHa HhopMaunsl KaTeropMYHoO rnokasea, Yye npobnemMmuTe, yCTaHOBEHMU MO
OTHOLLEeHWe Ha 6e3oMnacHoCTTa M uncata Ha ednKacHOCT, ca edeKT Ha Knaca M CleloBaTe/IHO CYMTa, Ye
3aK/IOYEHNSATA OT NpepasrnNexaaHeTo BaxaT 33 BCMUKU aKTUBHM BeLLECTBA, BKJ/IIOUEHM B npoueaypaTa.

PRAC n3pasu ctaHoBULLETO, Ye npobiemMute, yCTaHOBEHM MO BPeEME Ha Ta3u npoueaypa, No OTHOLWEHWE
Ha 6e3onacHocTTa 1 nuncaTta Ha edMKACHOCT Ha TepanusTa ABoMHa 6nokaga Ha RAS moraTt aa 6baatr
3a40BOMIMTENIHO OBNAAsHWN Yype3 NpomMeHn B MHdopMaumnaTa 3a npoaykra, 6e3 ga ca Heobxoanmum
OOMbIHUTENHN MEPKMN 3@ CBEXAAHe Ha pucka A0 MUHUMYM. o Ta3u npuunHa PRAC 3akniioyasa, ye
MHdOopMauuaTa 3a NpoAyKTa 3a BCUYKM areHTu, gencreawm Bbpxy RAS, Tpabsa aa ce npepasrnesa, 3a
[a oTpassiBa yCTaHOBEHWUTE PUCKOBE W Aa NpefocTaBs HAaCOKM 3a npeanuceallmTe ekapu 1 nauneHtuTe.
BbBeneHO e npeaynpexaeHue, 3a Aa ce NoCo4YK, Ye He ce npenopbyBa TepanuaTa ABolHa 6nokada Ha
RAS upe3 koMbuHupanata ynotpeba Ha ACE-uHxmnbutopmn, APE Unun anncknpeH n ako ce cuymTa 3a
abcontoTHo HeobxoamMMO, TpsibBa Aa ce M3BbPLIBA CaMO Noj HabngeHMeTo Ha cneumanunuct U Npu 4ecTo
BHMMaTENIHO npocneasBaHe Ha 6bbpeydHaTa MYHKUNS, €NeKTPONTUTE U KPbBHOTO HansraHe. PRAC
obaye AICHO OMpeaens, Bb3 OCHOBA Ha AaHHMU oT npoyysaHmaTta ONTARGET® n VA NEPHRON-D*, ue npwu
naumeHt™ c auabetHa HedponaTusa ACE-nHxmnbutopm n APB He TpsabBa aa ce npuiarat eAHOBPEMEHHO.
PRAC cuMTa CbllUO, Y& NPOTUBOMOKA3aHMETO, Bb3 OCHOBA Ha AaHHUTe oT npoyysaHe ALTITUDE®, oTHocHO
eaHoBpeMeHHaTa ynoTpeba Ha ACE-uHxubutopu nnm APB C anncknpeH-cbabpXalim NpoayKT nNpu
rnauMeHTn CbC 3axapeH amabeTt nnum 6L6peyHO yBpexaaHe (CKOpOoCT Ha rnoMepynHa duntpaums (GFR)

< 60 ml/min/1,73 m?) e NOTBBLPAEHO OT NpepasrneaaHnTe AOMbAHWUTENHN AaHHW 1 TpsbBa Aa 6bae
[OMbJIHEHO U B nHdOopMaunsTa 3a npoaykta Ha APB n ACE-nHxmnbutopuTte. 3a KaHAecapTaH-u1
BanCapTaH-CbAbpXKalM NMpoAYKTU, KOUTO Ca pa3pelleHn CbLyo 3a leYeHne Ha CbpaeyHa
HEeAOCTaTbYHOCT, € NOCTUrHATO Cbrnacme 3a AOoNbJ/IHUTENHA MH(OpMaLMs, KOSTO Aa oTpasun ¢dakTa, ve

3 ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial
4 Veterans Affairs Nephropathy in Diabetes
5 Aliskiren Trial in Type 2 Diabetes Using Cardiorenal Endpoints



TepanusaTa ABoiHa 6nokaaa Ha RAS B koM6uHaumsa ¢ ACE-MHXMBUTOp Moxe Aa 6bAe OT Nosi3a Npu HAKOM
naumMeHTU, KOUTO He MoraT fa npunaraTt Apyru edyeHuns 3a CbpAeyHa HeaoCTaTbYyHOCT, MpU YCI0BME Ye
TOBa Ce M3BbPLUBA NoA HabMoAeHWETO Ha CNeuuanucT 1 Npu BHUMATENHO npocseasiBaHe Ha 6bbpeyHaTa
(yHKUMSA, eNeKTPOSIUTUTE U KPBBHOTO HasnsraHe.



06110 3akouYeHue

PRAC 3akntouyaBa, Ye CbOTHOLWEHNETO Non3a/puUcK 3a areHTuTe, Aencreawm Bbpxy RAS, octaBa
6naronpusaTHO, BKIOUYUTENHO B KOHTEKCTa Ha TepanusaTa ABoliHa 6nokaga Ha RAS, npu cnasBaHe Ha
[OroBOopeHnTe peBmn3nn Ha MHpOpMaumsaTa 3a NpoaykTa.

OcHoBaHMA 3a npenopbkata Ha PRAC

KaTo ce uma npeasua, ye

e PRAC pasrneaa npoueaypaTta no uneH 31 ot AupektmnBa 2001/83/EO, obpasysaHa oT Utanus, B
pe3ynTaT Ha nosiBaTa Ha HOBW AaHHW 3a edmnKacHOCTTa M 6e30nacHOCTTa Ha TepanusTa 4BOWHA
6nokaga Ha RAS upe3 koMbuHupaHata ynotpeba Ha ACE-uHxubutopu, aHrmoteHsuH II peuenTopHu
6nokepu nnn annucKUpeH, 3a Aa ce onpeaenu, ganu e HeobxoanMMo Aa ce npeanpuemar
perynaTopHu Mepkm No OTHOLIEHME Ha pa3pelleHnsaTa 3a ynotpeba Ha NpoayKTUTE, BK/IOUEHN B
Tas3un npoueanypa;

e PRAC npepasrneaa BCMUKM HANIMUYHN AAHHUW, BKTIIOYUTENHO KINHUYHU U3NUTBAHMA, METa-aHaansm u
ny6auKaumnmn, oTroBopuTe Ha MNPY, KakTo M Aokfagaa Ha HayuyHaTa KOHCynTaTMBHA rpyna no
npo6nemunTe, CBbP3aHU CbC CbpAEYHO-CbOBaTa CUCTEMA;

e PRAC 13pasn CTaHOBULLETO, Ye MMa 3HAUNTENIHM A0KA3aTENCTBA,; NO-CNeumanHo OT U3NUTBAHUATA
ONTARGET, ALTITUDE n VA NEPHRON-D, kouTo ybeamtenHo-noKkassaT, Ye TepanusaTa ABOMHA
6nokaaa Ha RAS upe3 koMbuHupaHaTa ynotpeba Ha ACE-UHx1UbUTOpKU, aHrMoTeH3uH II peuenTopHU
6noKkepu MnNn annUCKUpeH ce CBbpP3Ba C MOBULLEH PUCK OT HEXeNaHW IeKapCTBEHU peakunu,
BK/TIOUYUTETHO XMMOTOHUS, XunepkannemMms n 6bbpeyHa HeAOCTaTbYHOCT B CPaBHEHUE C
MOHOTepanuaTa;

e PRAC cuuTa, ye Hanm4yHMTE AaHHM 3a edMKACHOCT NOoKa3BaT, Yye TepanusiTa ABonHa 6nokaga Ha RAS
He ocurypsiBa cbllecTBeHa nonsa npu obuiata nonynaums NnaumMeHTn, BbNPEKM Ye HAKOMU
cybnonynaumm naumMeHTH MoraTt ga nosyvar nonsa oT SleyeHneTo, Npu yclioBMe 4ye ToOBa Ce CyyBa
camo noj HabngeHMeTo Ha cneunannuct U NpyM YecTo BHMMATeNHO npocneasBaHe Ha 6bbpeyHaTta
bYHKUMSA, eNeKTPONNTUTE N KPBBHOTO HansraHe;

e PRAC 13pa3un CTaHOBMLLETO; Ye npobnemmTte, yCTaHOBEHMN MO OTHOLWEHMe Ha 6e3onacHoCcTTa 1
nuncarta Ha emKacHOCT Ha TepanusTa ABOMHa 6510kaga Ha RAS, ca edekT Ha kjaca u
cnepoBaTesiHO, 3aKNKYeHMSATa OT Npepasr/ieXX4aHeTo BaXkaT 3a BCMYKM aKTMBHW BeELLEeCTBa,
BKJIIOYEHW B Tasu.mpoueaypa;

e PRAC un3pa3u CTaHOBULLETO, Ye nNpobnemMnte, yCTaHOBEHM MO OTHOLEHMe Ha 6e3onacHocTTa U
nuncaTa Ha AoNbAHUTENHA ePUKaCHOCT Ha TepanusaTa ABoiHa 6nokaaa Ha RAS, morat ga 6baat
33[0BO/IMTENHO OBNAASIHM Ype3 NpoMeHun B nHdopMauusTa 3a npoaykra, 6e3 ga ca Heobxoanmu
AONBAHUTENHN MEPKM 3@ CBEXAAHEe Ha pUcka A0 MUHUMYM.

CnepoBaTtenHo, PRAC 3ak/tovaBa, Ye CbOTHOLEHMETO Non3a/puUcK 3a areHTuTe, Aencreawm Bbpxy RAS,
octaBa 61aronpusTHO, Npu ycnoBue ye ce npepasrnega nHdopmaumnaTa 3a npoaykra c ornes ga 6vaart
OTpa3eHu onaceHusTa, CBbp3aHu C TepanusaTa ABolHa 6nokaaa Ha RAS. Cnegn kaTo pasrneaa Bbnpoca,
PRAC npenopb4a npoMsiHa Ha pa3pelleHunsiTa 3a ynotpeba 3a areHTuTe, gencTeawm Bbpxy RAS.



2 — MNoppo6HO 065iICHEHNE HA HAYyYHUTE OCHOBaHMUSA 3a pas3/iIMKUTE OT npenopbKarta
Ha PRAC

Cnep kaTo pasrnega npenopbkaTta Ha PRAC, CHMP ce cbrnacsiBa € USA/IOCTHUTE HAayYHU 3aKOHYEHUS U
OCHOBaHusATa 3a npenopbkata. CHMP obauye cunTa, 4e KbM NpeanoxXeHns TEKCT 3a KpaTkaTa
XapaKTepucTuka Ha NpoAyKTa ca HeobXoAMMU HE3HAYUTENHN AOMbAHUTENHN NPpOoMeHn. HanpaseHu ca
NPOMeHM B NOKa3aHMETO 3a CbpAeyHa HeAOCTaTbYHOCT B ToUKka 4.4 3a KaHAecapTaH-CbAbpXXallun
NPOAYKTU U B TOUYKKN 4.2 1 4.4 3a BancapTaH-CbAbpXalliM NPpOAYKTU, C Len AOMNbIHUTENHO
XapMOHUu3MpaHe Ha dopMyanpoBKaTa 3a ABeTe BellecTBa. B JgonbaHeHWe ca HanpaBeHW peaunua neyaTHu
n cebp3aHu ¢ QRD npomeHu. MNo-cneunanHo HGopMyMPoOBKUTE 3a NPOTUBOMNOKa3aHUATa, NpenopbyaHm
oT PRAC, ca usTputh oT Touka 5.1 (KbAETO € NpeanoxXeHo) 1 OT To4ka 4.4 3a afIMCKUPEH, Tbil KaTo Te
Beye ca 6uan npeanoxeHn B Touka 4.3 1 3aToBa CE CYUTAT 3a U3NULWHK. HanpaBeHW ca CbOTBETHM
NpOMEeHU, KbAETO e YMeCTHO, ogobpeHaTa Ha noHacTosweM nHdopmMauma 3a NpoayKTa.

CraHosuwe Ha CHMP

Cnepn kaTo pasrneaa npenopbkata Ha PRAC, CHMP ce cbrnacsaea ¢ USNOCTHUTE HAaYUYHU 3aKIKOUYEHUS Ha
PRAC u cuuTa, 4ye paspelleHunsaTa 3a ynotpeba 3a areHTun, gencreawm Bbpxy RAS, Tpsabsa fa 6vaat
MPOMEHEHMN.
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