KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA




1. UME HA JIEKAPCTBEHMUSA MPOAYKT

QD (yVvo
Ko-Tencapr 80 mg/25 mg Tabnetku / v | J ‘-'?
Co-Telsart 80 mg/25 mg tablets

WIS 19 -02- 2025
2.  KAYECTBEH ¥ KOJIMYECTBEH ChCTAB

Bcsaka tabnerka chabpxka 80 mg renmucaprat (felmisartan) v 25 mg XuapoXJIOpOTHA3U/L
(hydrochlorothiazide).

[TomouHM BelecTBa ¢ M3BECTHO JAeicTBUE: Beska TabneTka cbhabpka J1akro3a MOHOXHM/PAT.

3a MbJIHUA CIIMCBHK Ha MOMOLIHMTE BELIECTBA, BXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerku

[IpoawiiroBaTH, ABOMHOM3IBKHAIM, JBYCIOHHH, HEOOBUTH TabNETKHU C eauH O 10 noyTH Os cloi, a
BTOPHAT CJIOH € MbCTPO XBIT ¢ rpaBupad Haanuc "L201". benusar cnoit Mmoxe na cbabpiKa *bJITH Ha
LIBAT TOYMLIH.

4. KJIMHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHue Ha eceHLMaIHa XHIIEPTOHMA.

KomOunupanust nekapcTeeH npoaykr Ko-Tencapr e ¢ pukcupanu no3u (80 mg renmucapran/25 mg
XMIPOXJIOPOTHA3M/]) M € [I0KA3aH 3a JIeYEHHUE Ha Bb3PAaCTHH, YUETO KPbBHO HAJIATaHE HE €
koHTposMpaHo anekBaTHo ¢ Ko-Tencapr 80 mg/12,5 mg (80 mg renmucapraun /12,5 mg
XHIPOXJIOPOTHA3U/1) HJIK HA BB3PACTHH, KOMTO ca CTabMIM3UpaHH NPEeaH TOBA C TeJIMUCAPTaH M

XUIPOXJIOPOTHA3U A, IPUEMAHU OTIAEIIHO.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J1o3upoBKa

KoMOMHHpaHUAT JIEKAPCTBEH NPOAYKT ¢ GUKCUPAHHU JO3H C€ PUEMA OT NMAaLMEHTH, YUETO KPBBHO
HaJISiIraHe He € aJIeKBaTHO KOHTPOJIMPAaHO NMPH NpUeM caMmo Ha Teamucaprad. Ilpeau na ce npemute
KbM TO34 KOMOMHMPAH JIEKAPCTBEH NPOAYKT ¢ GUKCHPAHHU 034 € HEOOXOAMMO MOOTAEHO Aa ce
TUTPUPAT JO3MTE HA BCEKH OT JBaTa KOMMOHEHTA. [Ipyu noaxoasiy KIHHUYHH MTOKa3aHUA MOXE
JIMPEKTHO /1a C€ MPEMUHE OT MOHOTEpAINMATa KbM PUEM Ha KOMOMHHUpPaHHUS JIEKAPCTBEH MPOAYKT.

® Ko-Tencapr 80 mg/25 mg Moxe aa ce NpUIokKHU €IMH IIbT AHEBHO MPU NALMUEHTH, YUETO
KPBbBHO HalAraHe HE € KOHTposiupaHo agekBaTHO ¢ Ko-Tencapr 80 mg/12,5 mg wim Ha
MaLHeHTH, KOMTO ca CTabMWIM3MpaHHu Npeay TOBA C TEJIMUCAPTAH U XUAPOXJIOPOTHA3M,

MpUeMaHUu OTAENHO.
Ko-Tencapr ce npeanara owe 4 B ao3a 80 mg/12,5 mg.

To3u npoaykr He ce npeanara B 103a 40 mg/12,5 mg, HO Ta3u 103a MOXE Ja ce
NpUTEXATEIM Ha pa3peLueHUe 3a ynorpeoda.




Crapuecka Bb3pact

He e HeoOxoauMO cneHanHO KOPHIHpaHe Ha A03aTa.

brOpeuHo yBpexaaHe

IlpenopbuBa ce MEPUOAMMHO NpocieassaHe Ha ObOpeunuTe PyHKUHH (BXK. TOUka 4.4).

HepHoapobHo yBspexaaHe

[Ipy naLeHTH ¢ JIEKO A0 CPeHO YEPHOAPOOHO YBpEXAaHE AO3MPOBKATa He Tpa0Ba /1a HaBMILIABA
TenMucapTan/xuapoxaoporuasun 40 mg/12,5 mg peausx aHEBHO. KoMOHHHpaHUAT neKapcTBeH
NPOAYKT ¢ (HUKCHPARM 1034 € NPOTUBOMOKA3aH 3a JIeYEHHE Ha MALMUEHTH € TEKKH YePHOAPOOHH
HapyLleHHs. TrasuauTe TpaGBa fa ce M3N0a3BaT NPeana3ivBO MMPY NAKMEHTH C HAPYLICHH

4yepHOAPOOKH QyHKIHMH (BXK. TOYKa 4.4).

[leauaTpuyHa nonynanus

BezonacHocTTa 4 epHKacHOCTTA Ha KOMOHBHpaHH JICKAPCTBEH NPOAYKT ¢ (PUKCHPAaHHU 03U IIPH Aela
H IOHOLLMY HA Bb3pacT noj 18 roauHHU He ca yCTaHOBEHH. JIMNCBAaT AaHHM.,

HauynH Ha npiwioxkeHHe

Tabnerkure ¢ KOMOHHUPAHHKA JIEKAPCTBEH NMPOAYKT ¢ (PMKCHpaHU AO3HU Ca NpeAHA3HAYEHH 32
nEepopaHO NPUIOKEHHE BEIHHK JHEBHO M TpAOBA 1a ce npHeMaT ¢ TeYHOCT, cbC UK 6e3 xpaHa.

IIpeonasznu mepxu, koumo mpabea oa 6v0am e3emu npedu paboma CvC WU NPUROICEHUE HA

JeKapCmMeeHus NPoOyKm.
Ko-Tencapr TpabBa ga ce CbxpaHsBa B 3aN€4aTaHUIT OIMCTEP, NOPAdH XHIPOCKONIMYHKTE CBOMCTBA
Ha TabneTkure. Tabnerkure Tpabra na ce u3Baxkaat ot OKcTEepa HENMOCPEACTBEHO MpEaH ynoTpeda.

(BXK. TO4Ka 6.6).

4.3 IIpormBomoxaszanng

. CBpPBX4YBCTBMTE/IHOCT KbM AKTHUBHHTE BELICCTBA WM KBM HAKOE OT NOMOLIHHATE BEIECTBA,
H30poeHH B TOUKa 6.1;
. CBpPBbX4YBCTBHTEIHOCT KBM NPOU3BOAHHTE HA CYI(POHAMUAHKTE cybcTaHLMy (ThH KaTo

XHIPOXJIOPOTHA3K € CYI(POHAMHUAHO MPOU3BOAHO);

BTopo u Tpero TpuMeceune Ha SpeMEeHHOCTTA (BXK. TOYKH 4.4 U 4.6);
Xonectasa ¥ OOCTPYKTHBHU HapyllE€HHMA HA HITHLYHHUTE NBTHLIA;
Texxo uepHoaApoOHO yBpexaaHe;

Texxko 0B0peyHo yBpexknaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min);
PedpakTopHa XHNOKanHEeMHUA, XANCPKATIHEMHA,

EnHoBpeMeHHaTa ynoTpeda Ha TENIMHUCAPTaH/ XUAPOXNOPOTHA3U] C ATMCKHPEH € NPOTUBOINOKa3aHa
NPY NALMEHTH CbC 3axapeH auaber wim 6u0peuno yepexaane (GFR < 60 mI/min/1,73 m?) (Bx. Touku

4.5u5.1).

44 Cpenuanan OpeaynpexicHns H NPeABASHA MEPKH HPH ynoTpeda

bpemeHHocT
He Tpabea na ce 3ano4ea npyMeM Ha aHruoTeHs3uH [l peuenmropHU aHTArOHUCTH N0 BRSKE WS
6pemenHocT. [TauneHTKHTE, KOUTO IU1aHKpAT GpeMeHHOCT, TpA0Ba 1a NPEMHHAT KE / anyepsiidig
AHTMXHIEPTEH3UBHO JICYCHHUE C YCTAHOBEH NMpodun Ha 6e3omacHoCT npu ynorpeda {a o DI I 9
OpeMEeHHOCT, OCBEH aKO CE CUMTa, Ye € OT ocobeHa BaXKHOCT [a C€ MPOABJLKY TEHE Y e i
aHruoTeH3uH 11 penenTopHH aHTArOHKHCTH. AKO € IMATHOCTHIHPaHA GpPeMEeHHOCT, e Spphivid g™
aHruoTeH3uH 1l peuenTopHu aHTaroHKCTH TpAOBa He3abaBHO Aa ObAEe NpeyCTaHOBEHYM AKD-E "

3




NOAXOAALLO Aa ObJe 3an04UHATO ANTEPHATHUBHO JiedeHMe (BiK. TOYKU 4.3 K 4.6).

YepHoapoOHO yBpexaaHe
TenmucapTaH/XyMAPOXJIOPOTHA3M HE TPAOBA J1a ce IpHIara NpH NauHeHTH ¢ X0NAECTa3a, ¢ XIbYHH

00CTPYKTHBHM HAPYLIEHHS HIIM TEXKa YepHOApoOHa MHCYPUUMEHIMS (BK. TO4KA 4.3), Thil KaTO No-
rojsMaTa 4acT OT TEJIMUCApPTAH ce eNMUMHHUpA Ype3 XKIbYKATA. IIpU Te3u nauueHTH MOXeE Ja ce
OYaKBa HaMaJieH YePHOAPOOEH KIMPBHC.

OcBeH ToBa, TEJIMHCAPTAH/XUAPOXIIOPOTHA3KH TPAOBa Aa Cce punara BHUMAaTEeNHO NPH MALUEHTH C
HapylueHH B YyepHoapoOHaTa QyHKLUHA MK NporpecHpailo YepHoapoOHo 3abonsapane, ThH KaTo B
T3 CIyYad MAJIKH NIPOMEHH BBB BOJHO-EINEKTPONUTHHUA OanaHnc Morar Aa AOBEAAT A0 4epHoApoOHa
koMma. HaMa KJIHHMYHH JaHHU 33 U3MON3BAHETO HA TEIMMUCAPTAH/XUAPOXIOPOTHAZU]L IPH NALIMEHTH C
4YepHOAPOOHH HAPYIICHHUA.

HHTecTHHANEH aHCHOENEM
3a MHTECTHHAJICH AaHrMOEAEM ce ChoDLIaRa NPH NALHEHTH, NEKYBaHM ¢ aHrHOTEH3UH 1l peuenTopHu

AHTArOHHCTH (BXK. Touka 4.8). Te3n nauMeHTH UMaT KopeMHa 00JKa, ragcHe, MOBPHIUAHE U AHAPHA.
CHMITOMMTE OTILYMSABAT Cl€f| NPEeyCTAHOBABAHE HA AHMTHOTEH3MH 1] peLIeNTOPHUTE AHTaArOHKCTH.
AKO ce JHarHOCTULMpPa HHTECTHHANIEH AHTHOEAEM, JICYUCHUETO ¢ TENMKMCApPTaH TpadBa 1a ce
NpeyCTAHOBH H Aa CE 3ar104HE NOAXO0ARII0 HAOMIOAEHHE 10 MBJIHOTO OTIIYMsBaHe' Ha CHMITTOMHTE.

P CHOBACKYJIADHA XHIICPTOHHA
Koraro nalijueHTH CBC CTEHO38 HA JBETE 6’56]36‘-[}[]'[ apTEpyy KUK CTCHO3a HA apTEPHATA KbM CIAHHHYCH

¢yHkunoHHpaiy 630pek ca TpeTHpaHU ¢ JICKApPCTBA, NOBIMABALK CHCTEMATA PEeHUH-aHM'MOTEH3UH-
aJIA0CTEPOH CHILECTBYBA MNOBUIIEH PUCK OT TEXKA XUIIOTOHUS U 6b6peuHa HeAOCTaTBUHOCT.

bpOpeuno yspexaaHe ¥ 6p0peyHa TpaHcONAHTANKSA
Tenmucapran/XMaApOXNIOPOTHA3ZKHA He TPAORA Z1a c€ mpunara Npu NauUeHTH ¢ TEXKo ObOpeyuHo

yBpexaaHe (KkpeaTHHHHOB kKnMpbHC < 30 ml/min) (Bx. Touka 4.3). HaMa mocTtaTb4yHO JaHHH MO
OTHOILIEHHE HA MPWIOKECHHETO HA TEIMHUCAPTAH/ XHAPOXJIOPOTHA3HA NPH NALHEHTH, NNPETHPIEH
Hackopo 6b0peyHa TpaHculaHTanma. Hanuie e orpaHH4Y€eH OUT OT ynoTpebara Ha
TENMHUCAPTAH/XHAPOXJIOPOTHAZUA MPH MALMEHTH C JIEKH A0 CPEAHO TeKKU ObOpeuHH HAPYLICHMA,
NopaaH KOETO CE NpenopbuBa NEPHOAKYHO MPOCEAABAHE HA HHBATA HA KANWH, KPEATHHHH U NUKOYHA
KHCenHuHa B cepyMa. [Ipu mauneHTH ¢ HapyueHH OpOpesHy PYyHKIMH MOXKE Ja Ce MOABU a30TEMUA,

CBBbP3aHa ¢ THA3ZUAHHTE JHYPETHLH.

B1TpechbI0Ba XHIOBOIEMHS

CuMnToMaTH4YHa XMOOTOHHA, 0c0o0EHO cliex NbpBaTa A03a, MOXKe Aa ce Habumonasa nNpy NalMEHTH C
TEXBK HaTpueB AeULMT WK HaMalieH 00eM HA LIMPKYJIMPALIATa KPBB NIpH MOLLHA AUYPETHYHA
Tepanus, 1dera ¢ OrpaHH4YeHO IPHEMAHE Ha COJ, AMAPH HIH NOBpbiaHe. TakuBa ChCTOAHUA TpaOBa
na 6baT KOPpHrHpaHy Mpeay NPWIOKEHHE Ha TEIMUCAPTaH/ XU IPOXIOPOTHA3I/L.

IBotiHo GnoKknpaHe Ha peHHH-aHrHOTEH3IHH-aANA0cTepoHOoBaTa cucTeMa (PAAC)
HMma navuu, ye egHoBpeMeHHarta ynorpeba Ha ACE uHxubutopu, aHrnorensus ll-penentophu
ONOKEpH WIN AMCKHAPCH NOBULIABA PUCKA OT XHIIOTOHHS, XHITEPKATIMEMHA U HaMaJIABaHe Ha
Ob6peuHara pyHKuMA (BRIIOYMTENHO ocTpa ObOpeuHa HeaocTaTeyHOCT). [lopanu ToBa He ce
npenopby4sa ABoiHO 6mokupane Ha PAAC 4pes komOuHupaHaTta ynorpeda na ACE unxuburopu,
aHruorensuH ll-peuenrropuu 610xepy WK anMCKHpPEH (BX. TOYKHM 4.5 1 5.1).

AKO ce npeneHy, Y€ TepanuiaTa ¢ ABOKHO 6nokupaHe € abconoTHo Heobxoauma, ToBa TpsAORa na
CTaBa caMo oA HabNioAeHHETO Ha CNELMANHCT M PH YECTO BHHMATENHO MOHHTOPHpAaHE Ha
ObOpeuHaTa GpyHKLUA, CJEKTPONUTUTE M KPBBHOTO HANAIaHe.

ACE unxuburopu 4 aHruoreHsuH [[-peuenropHu 6nokepu He TpadBa aa ce H3NON3BAT EAHOBR
NpH NauHeHTH ¢ AHabeTHa HedponaTHs.

Ipyru CbcTOSHHMA CHC CTUMYJIALMS HA CHCTEMATa PEHUH-GHTHOTEH3HH-AJIA0CTEPO
IIpn nanuenTH, Yniito BacKynapeH ToHyc H O0b0peyHa QyHKIUA 3aBUCAT OCHOBHO (
CHCTEMATA PEHMH-AHTHOTEH3HH-AJIA0CTEPOH (HANPHMED NALMEHTH ¢ TEXKA 3aCTOHMe
HEAOCTATHLUYHOCT WIH noanexawmo 66s0peuno 3abonapaHe, BKIIOUUTENHO H CTEHO3a



ApTepH1 ), IEYSHHUETO C JIEKAPCTBEHU NNPOAYKTH, KOMTO MOBJIHABAT Ta34 CUCTEMA [IPEIMU3BHKBA OCTpa
XHIIOTOHHUS, XHIIEPA30TEMMA, OJIMTYPHUA KWK PAIKO ocTpa OpOpedyHa HeAO0CTaTHYHOCT (BXK. TOuKA 4.8).

I1bpBUYEH aIAOCTEPOHH3IBM
[laLeHTH ¢ ITEPBHYEH AIROCTEPOHU3BM 110 NPHHLMII HAMA A3 PearupaT Ha AaHTHXUNEPTEHIHBHH

JIEKAPCTBEHH NIPOIYKTH, ASUCTBALLM Ype3 HHXUOUIMA Ha CHCTEMaTa peHUH-aHrHoTeH3uH. [lopanu
TOBa, ynorpebara Ha TeIMHCAPTaH/ XHAPOXJIOPOTHA3H] HE C€ MPENnopbYBa.

CreHo3a Ha a0pTHATA M MUTpanHa kiana, oOCTPYKTHBHA XunepTpoduyHa KApAHOMHONATHA
KakTo npu apyrure BazoAWIaTaTopH, CIeLMaIHO BHUMAHUE € HEOOXOAUMO MPH NALMEHTH, CTPajallM

OT A0PTHA WK MHTPAJIHA CTEHO3a WM O0CTPYKTHBHA XUNEpTpodHyHa KapAUOMHONATHS.

MeTabonMTHH H €HAOKDHHHU edeKTH

JleyeHHETO C THA3MAM MOXKE Aa HAPYIIH [NIFOKO3HUA TOJIEPAHC, NOPaaq TOBA, IPU NALMEHTH ¢ AUa0eT,
JIEKyBaHH ¢ HHCYJIMH WIH AaHTHAKHAa0eTHH JIeKapCTBEHH NPOAYKTH H TEpanus ¢ TEJIMKBCAPTAH, MOXE 1a
HACTBIIM XUNOTIHKEMMS. 34TOBA NPH T€3H NALMEHTH TpAOBa na ce 0OMKCIIM CHOTBETHO NpocneasBaHe
H4 KPBBHATA 3aXap M MOXKE Ja € HAIOXKH KOPHIrpaHe Ha 103aTa Ha HHCYJIMHA WAW aHTUAHAOeTHUTE
NIEKapPCTBa, KOraro € nokasaHo. [lo BpeMe Ha TepanuaTa € THA3UIH MOXE Ja Ce NPOABH NATEHTEH

3axapeH auaber.

JleyeHHETO ¢ THa3HAHH IMYPETHUM C€ CBbP3BA C MNOBUIIABAHE HA HUBATA HA XOJIECTEPON U
Tpurnuuepuay. Bee nak, npu no3a 12,5 mg tdasuaeH AHypeTHK, ChIbpKalla ce B JIEKapCTBEHUA
MPOAYKT, Te3H €(PEKTH ¢a MUHUMAJIHK KJIK JIUNCBAT. [IpH HAKOH MalMEHTH HA THAZHAHA Tepanus
MOJKE [1a C€ pa3BHe XHIICPYPHKEMHS WM pa3rbpHaTa noaarpa.

Ene auTer aucHamsaHc

KakTo npu BCH4KH NallMCHTH HA AMYPETHYHA Teparus € HeoOX0aUMO Ha OIpeaeneHH UHTEPBAIM 1a
ce NPOBEXAa NEPHOAHYHO NPOCIeAABaHE HA HUBATA HA €JIEKTPOJIMTUTE B CEpyMa.

THazHauTe, BITIOMHTETHO XHAPOXJIOPOTHA3H I, MOTAT A8 JOBEAAT 10 BOAHO-ENEKTPONUTEH aucbanaHe
(BJIFOUMTENHO XHITOKAJIMEMHA, XHIIOHATPHEMHS H XMINOXJIOpPEMHYHA ankano3a), Hauannure
NMPU3HAUM 32 BOJHO-ENEKTPOJIMTEH UcOaAIaHe ca: CYX0Ta B YCTAaTa, XaKaa, aCTEHUA, ChHIMBOCT,
3aMalinaHe, Oe3n0KkOHCTBO, DONKA B MyCKYJIMTE WIH MYCKYJHH KpaMIlH, MyCKyJiHa cnadocr,
XHINOTOHMS, OJIUCYPHSA, TAXHKaApAHA H CTOMAMIHO-YPEBHIA CMYIIERHA KATO rajieHe WM NOoBpbllaHe
(BXK. TOUKA 4.8).

- XHNOKaTHEMKA
Bovnpeku 4e, npy ynotpebara Ha THa3MIHU JUYPETHLHM MOXE Jla CC pa3BHE XHIOKAJIHEMHA,

€IHOBpPEMEHHOTO JICYCHHE ¢ TEIMHCAapTaH MOXKe Ja peyuMpa npeAu3BHKaHATA OT JHYPETULIMTE
XHNOKAIHEMYSA. PUCKBT OT pa3sBHTHE HA XMIIOKAIIHEMHA € [10-TOIAM IIPH NAaLHEHTH ¢ YepHOZpoOHa
LKpPO3a, NPY NaLUEHTH CbC 3aCHUAEHA OUype3a, [P NaUUEeHTH, KOHTO [I0eMaT HeaneKBaTHO
KOJHYECTBO €JIEKTPOJIMTH IIpe3 YCTATA K MPH NaLHCHTH, KOHTO €AHOBPEMEHHO CE JIEKYBAT C
KOPTHKOCTEPOHAM UK aapeHokopTukoTponed XopMoH (ACTH) (8. Touxa 4.5).

- XunepkanueMus
B npOoTHBOMONOXHHKA CJTyuail MOXe A Ceé CTHUIrHE 0 XUNEPKAJIMEMHA, ABJDKAIINA CE HA aHTarOHU3Ma
Ha TeJIMHcapTaH (KOMIIOHEHT Ha JIEKAPCTBEHUA NPOIYKT) KbM aHrvoTeH3uH Il (AT:) peuenropure.
Makap 4ye, aocera He € oThe/a3aH0 HaIMuMe HA KIHHMYHO 3HaYMMa XMINepKaIHeMHs 10 BpeMe Ha
JIeYeHHE C TEJIMHCAPTaH/XUAPOXACPOTHAZH, PUCKOBUTE (PaKTOPH 33 PasBUTHETO i BKIIOYBAT
ObOpeuHa HeJOCTATHYHOCT W HMAM CBPASHHA HEAOCTATBUYHOCT M 3axapeH Auaber. Kanuii-
CbXPaHABALLHTE AUYPETHLM, KanMeBHTe A00aBKH WM 3aMECTHTE/IHTE HA COJITA, ChAbPXalll Kanui
Tpsa6Ba Ja 6baaT BHUMATENHO NPHIAraHy MO BPEME Ha JIEYECHHE C TEIMUCAPTaH/XHAPO x
(BXK. TOUKa 4.5).

- XUIMOHATPHEMHUS H XHIIOXJIOPEMHYHA aJIKaNo3a

Hama naHHM, Yye TeIMHCAPTaH/XHIPOXJIOPOTHA3K MOXE Aa PeAyLIMpa WIN npe
NpeJu3BHKaHATA OT AMYPETULUH XHMOHATpHEMUS. XJIOPHUAT AePUUUT 0OOMKHOBE
JAOMBJIHUTENHO JIEYEeHHE.




- XHNepKaauHeMus

TuazuauTe MOraT A3 HAMAJIAT U3THYBAHETO HA KAJILHMH ¢ YPUHATA U Aa AOBEAAT A0 NPEXOLHH H NIEKH
yBEJHYEHUA HA CEPYMHMA KAIIUi NpH NHUICa HA YCTAHOBCHM HAPYIICHMA B KANLIUEBUA META00NU3LM.
3HAYMTETHATA XMNEPKAJILUEMHA MOXKE Ja € JOKA3ATEJICTBO 33 CKPHT XUNEepnapaTHPCOMIU3BM.

[Ipenu na ce mposene M3cAeABaHE HA MAPAaTUPONIHUTE PyHKUMHU TPAOBA Ja C€ NPEeKpaTH NPHEMA HA
THA3HIHU.

- XUnNoMartHe3ueMHus
Twasuaure yBeaMyaBaT OTACISHETO Ha MarHe3ui ¢ ypuHaTa, KOETO MOXE Ja NoBe/le 10
XHITOMAarHesueMus (Bak. TOuka 4.5).

ETHHYECKH pa3nHYHR
Kaxro ¢ HabmonasaHo 1pH HHXHOUTOPHUTE Ha AHMMOTEH3HH KOHBEPTHPALUMA SH3UM, TEJIMHCAPTAH H

ApYruTe aHrHoTeH3uH Il peLenTopHY aHTArOHHCTH Ca OYEBHIHO M0-MAaJIKO €)EKTHBHH B
NOHKKABAHETO Ha KPBBHOTO HAJIAraHe NPH X0pa OT YEpPHATA paca, OTKOJIKOTO MPU OPYrHTe pacH,
BEPOATHO NOPAAH MO-YECTOTO CPELIAHE B YEPHATA [I0ITYJIaLUd H2 HUCKO PEHMHOBO HHMBO C IIPOABH HA
XHIICPTOHHA.

EE!FH

KakTo npH Apyrd aHTUXMNEPTCH3UBHU ar€HTH, EKCLICCUBHATA PEAYKLUHA Ha KPBBHOTO HAJIATaHe ITPH
NMaLHEHTH ¢ HCXEMHYHA KAPAHONATHA WIH HCXEMHYHO KapAHOBAaCKYNapHO 3a0on1aBaHe MOXe Aa
noBeae 10 MHOKApIeH HHPAPKT MIIK UHCYIIT.

Q061
[Ipn naumeHTH cbe unu 6e3 aHaMHesa 3a aneprusd Wi OpoHXManHa acTMa MOXe Aa ce Habmoasar

peakLMH Ha CBPBXYYBCTBUTENTHOCT KbM XHIPOXJIOPOTHA3KH/, HO €A NO-BEPOATHM MPH MALHEHTH C
TAKaRa aHaAMHE3A.

Hma cpolLuenus 3a o00CTpsaHe uAK AKTHBUPAHE HA CHCTEMEH JIYITYC EPHUTEMATO3YC NPH NALHEHTH,
JICKYBaBM C THA3UAHHU AHYPETULM, BKIIOYHTEIHO XMAPOXAOPOTHASHA.

Hma cpobineHnd 3a peakid Ha GoTOUyBCTBUTENHOCT MpU ynoTpedaTa Ha THA3MAHU AMYPETHUHM (BXK.
Touka 4.8). [IpenoppyBa ce NpexkpaTsBaHe Ha TEpanuaATa, aKo Ce MOSBH PEaKIMs Ha
$OTOUYBCTBHTENHOCT B IEPHOAA HA JICYEHHE. AKO C€ CUMTA 32 HEOOXOAUMO OTHOBO BKJIIOYBAHE HA
NUYPETHK, Ce MPEopbUBa MPEANna3sBaHe HA 30HUTE, KOHTO CE H3AraT Ha CILHLE HIH Ha H3KYCTBCHH
UVA npun.

XopoMaaneH WiiuB, KbCOTEACTBO H 3aKPUTOBIBIAHA [JIAYKOMA

Xuapoxiaopopuasuj e cyadoHaMul, KOUTO MOXKE Aa NPUYHHHA HAHOCHHKPATHYHA peaklivd, Boaela
OO XOPOHZAIEH U3NHMB ¢ Ae(eKT HA 3PHUTEHOTO [OJIE, OCTPO IPEXOAHO KBCOTNMEACTBO H OCTpa
3aKPUTOBIBIHA rnaykoMa. CHMIOTOMHETE BKIIOYBAT B HAYAJIOTO OCTPO MNOHIDKEHHE HA 3pHTE/IHATA
ocTpoTa Wik o4HA 601Ka, H OOMKHOBEHO Ce MOABABAT B PAMKHTE HA YaCOBE [0 CEAMHLHM OT HAYAJIOTO
Ha JeueHueTo. HenekyBaHara ocTpa, 3aKpUTOBIBJIHA ITIAYKOMa MOXKE J1a A0OBEAE A0 TpaiHa 3aryda Ha
3peHHe. [ILpBHYHOTO JICYEHHE €, 1A CE CNPe NPUEMAa HA XHIPOXJIOPOTHA3KH, KOJIKOTO € Bh3MOXKHO NO-
ckopo. HaBpeMeHHO neveHre Wwin XupypruuHa HHTEpBEHIMA MOXKE Aa C€ HAJI0KHM A3 ce 0OMMCIIAT,
aKo BTPEOUYHOTO HajlaraHe 0cTaBa HEKOHTpOaupaHo. PUckoBuTe ¢akTOpH 3a pasBHBaHE Ha ocTpa
3aKPUTOBIBIIHA INIAYKOMA MOJXKE 13 BKJIIOYBAT AHAMHE3a 33 AJIEPrud KbM CyI1(POHAMHUIAH HITH
NEeHUIHIHHH.

HemenaHOMEH paK Ha KO)aTa
B nBe ennaeMHAONOrHYHH MPOYYBAHKA, OCHOBABALIM C€ HA JATCKUA HALIMOHAJIEH PAKOB PETHUCTDD, €

HaONIOA2BaH NOBYILEH PHCK OT HEMENaHOMeH pak Ha koxata (HMPK) [6azanHoxneTs4eH KapLuMHOM
(BKK) u ckBamo3HokneThYeH KapuuHoM (CKK)] npu HapacTBalna excriosuuusa Ha Kymy
xuapoxioporHasu] (XXT3). Gorocercubmwinznpamyre epexrd Ha XXT3 morar 1a ag
BEPOATEH MEXAHU3IBM 3a pa3surne Ha HMPK.

- -




MEPKH, KATO OrpaHM4EHO K3/1araHe Ha CTbH4YCBA CBET/IMHA U YITPaBHOJICTOBH JIbYH, 4 B CTy4ail Ha
EKCIMO3MIHA, TOAXOANIIA 3aLIMTa, 33 /A C€ CBeJle 10 MUHHMYM PHCKbT OT paK Ha KOoXaTa.
[Tono3spHTENHHATE KOKHH Je3uH TpAOBa Aa ObaaT noAIOXKEHH Ha He3a0aBHO H3cne/ABake,
NOTEHHHAIHO BKIIOYBAIINQ XHCTONOrMUHM U3C/IeABaHua HA OuoncuyHr MaTepuand. [1pepasranexnane
Ha ynorpebara Ha XXT3 moxe aa ce HaNOXKH M npH MauHeHTH, KOUTO ca uManu npeaxoaed HMPK
(BXK. cbllo To4ka 4.8).

OcTtpa pecnypaTopHa TOKCHYHOCT

Cnen npuem Ha XHAPOXJIOPOTHA3HA CE ChOOIABAT MHOTO PEAIKH TEXKKH C/IyYaHd Ha ocTpa
pECIIHPATOPHA TOKCHYHOCT, BINTIOUHTEAHO OCThp pecnupatopeH auctpec cuiapoM (OPJIC). Cnen
npHeM Ha XHAPOXIOpoTHA3HI OOMKHOBEHO ce pa3BuBa 0en10ApOOEH OTOK B PAMKHTE Ha MUHYTH [0
yacope. B Ha4a0TO CHMIITOMMTE BIJTIOYBAT AMCIIHEA, [IOBULICHA TEMIICPATYpPa, BAOLIABAHE HA
benoapobuara Ppyskums 1 XumoToHus. ITpu comaenue 3a OPJIC Tpa6ea na 611€ cCnpsgH NPUEMET Ha
TEIMUCAPTAH/XHAPOXJIOPOTHAZHA M A ¢ MPUIOKH NOAXORAIIO JIeUeHHE. XHAPOXAOPOTHA3HA HE
Tpa6Ba Aa ce mpuiara [pH NaUMEeHTH, KOUTO npeau Tosa ca noayyasaind OPIC cien npuem Ha

XHAPOXJIOPOTHAZHA.

JlaKkTo3a
Bcska Tabnerka cbabpka nakros3a. [lanMeHTy ¢ peKH HacaeACTBEHHU npobnemMu Ha HEMOHOCHMOCT

KBbM FANaKTO34, IThJIEH JAKTAa3eH AehuiluT WIK [MIOK030-TanakTo3Ha Manabcopbuus ne rpabsa na
NpHEMAaT TOBA JEKAPCTBO.

Hatpuii
Bcaka Tabnerka chabpxa no-Manko ot 1 mmol Harpuii (23 mg) Ha rabnerka, T.e. MOXKe [a ce Kaxke,

4e NPAKTUYECKHU HE ChIbPXKa HATPHH,
4.5 BiaamMoaelicTBHE ¢ APYI'H JEKAPCTBEHRE NPOAYKTH H APYrH QOopMHE Ha B3aamoaelcTBRe

JIMTUH

[To BpeMe Ha €EAHOBPEMEHHO NPWIOKEHHE HA JIMTHH ¢ HHXUOUTOPH Ha AaHMMOTEH3HH KOHBEPTHPALLHA
eH3HM ca HabmogasaHy OOpaTUMM NMOBULIEHUS HA CEPYMHMTE JIMTHEBH KOHLIEHTPALMH K MPOSBH HA
TOKCHYHOCT. CbhoOLUAaBaHHU Ca PEAKH Ciy4Yau U ¢ aHTHOTeH3HH 1l peuernrtopH aHTaroHHCTH
(BIJIIOYHMTEIHO TeIMHCApTaH/XUAPOXJI0pOTHA3H ). EnHOBpeMEHHOTO nNpunaraHe Ha JINTUH U
TEIMUCAPTAH/XHAPOXJIOPOTHA3U He ce Npenopb4sa (Bx. Touka 4.4). Ako Ta3u KOMOHHALMA € OT
CBILECTBEHO 3HAYEHME, CE NPENOPHYBA BHHMATCIHO NMPOCAeaiBaHe Ha CEPYMHMTE JINTHEBH HUBA 110
BpeMe Ha €JHOBPEMEHHO NPUWIOXKEHHUE.

JIeKapCTBEHM NPOAYKTH, KOUTO BOAAT 1o 3aryba Ha kanuit ¥ XxunokanuweMus (HanpUMeEp Jpyry
KAJIMYPETUYHH JHYPETHLIM, NaKcaTURH, KopTHKocTepona, ACTH, amdorepuiiud, kapOeHOKCONOH,

neHHUWIHH G HaTpUid, CaNMLMIIOBA KMCEIMHA U MTPOU3BOIHMUTE H).

AKO Te3M BelEeCTBa TpAOBa Aa ce npHeMar e AHOBPEMEHHO C KOMOUHALMATA
TEJIMHCAPTaH/XHAPOXIIOPOTHA3U, CE MPENOpPBYBa IPOCICaAiBaHe HA KANIMEBHTE HUBA B ILNa3MaTa.
Te3n nexapcTBeHH NPOLYKTH MOXKE Aa NOTEHUMPAT ePEKTHTE Ha XHAPOXJIOPOTHA3H BEPXY CEPyMHMUA
KaJIul (BK. TOuka 4.4).

JIEKHQCTBEHH NPOAYKTH, KOUTO INMOBULIABAT KAJITHCBUTE HABRA WIH HHAYIINDAT XHIICDKAJTHCMHA

(nanpumep ACE MHXHOMTOPH, KaNHH-ChXpaHABaIM JUYPETHLIM, KATHEBH 100aBKH, COJIEBH
3aMECTHTENH, ChAbPKALIHM Kallui, UHKITIOCMIOPUH WIH APYIH JEKAPCTBEHNA NPOAYKTH KaTo XenapuH
HaTpHH)

AKO T€3M JleKapcTBEHH NPOAYKTH ca NpeaNKCaHM 38 ynoTpeda eqHOBpEMEHHO ¢ KOMOUHALIUATA
TeIMHCapTal/ XMAPOXJIOPOTHA3H]I, IPENOPBYUBA C€ MOHUTOPHPAHE HA KAJIMEBHTE I1a3MEHNE y
OCHOBA Ha ONHKTA ¢ M3MOA3BAHETO Ha APYTH IEKAPCTBEHH NPOAYKTH, HAMAIABALUM A€ /..
CHCTEMATA PeHHHR-aHMMOTEH3HH, ChITbTCTBALLOTO HPHWIOKEHHE Ha NOPECIIOMEHa ;
NPOAYKTH MOXe€E A3 JOBEAE KO NOBMIABAHE HA CEPYMHHA KUK H N0 Ta3H np
npenopbuBa (BX. Touka 4.4 ).

HBK&EC’I‘BEHH OPOAYKTH, KOHTO €€ NMOBJIHWABAT OT HADYIIICHHUA B CCDYMHUA KAJIHH



[Ipenopr4Ba ce NepHOAKMYHO MPOCIEAABAHE Ha HUBATa Ha cepyMHHA Kanuil u EKT', xoraro

TEIMUCAPTAH/XMAPOXIOPOTHAZU], CE€ [TPHNAra €IHOBPEMEHHO € IEKAPCTBEHH IIPOYKTH, KOMTO CE
MOBIMABAT OT [IPOMEHH B CEPYMHUSA Kanuii (HAanpuMep AMTATAIMCOBH MIMKO3UAH, AHTHAPUTMHYHH) H

CJAERHMTE JIEKAPCTBEHH NPOAYKTH, NIPEAUIBUKBALIM forsades de pointes (BKIFOYBAILH HAKOY
aHTHAPUTMHUYHK ), KATO XMIIOKANTHEMHATA € Mpeapasnonaraul $HakTop 3a forsades de pointes:

- knac [a aHTHapATMU4HY (HANPUMEP XMHUAWH, XHAPOXHUHHANH, AH30NTHPAMHIL);

- xnac 111 anTnapuTMyuHy (HanpUMEp aMHOAAPOH, COTANOI, AOPETWIHA, HOYTHINA);

- HAKOH aHTHIICHXOTULH (HanpHMep THOPHIA3MH, XJ0pNPOMAa3UH, JIEBOMEIIPOMAa3HH,
TpuAyonepasuH, UMAMEMA3HH, CYJINTUPH], CYATONPHI, AMHCYIIPHA, TRANPHI, NHMO3HUA,
Xajonepuaoa, Aporepuao);

- npyru: (Ranpumep 6enpuawi, uMzanpua, andgemannn, epurpomuuuH IV, xanogaHTpu,
MH30JIaCTHH, NEHTAMMAUH, cmapdnoxkcanuH, repdpeHandy, BUAHKaMuH 1V).

ﬂﬂI‘HTHJIHCOBH I'THKO3W AU

[Ipeau3BrKaHaTa OT THA3UAN XUMOKATHEMMSA WM XUIIOMarHe3ueMus Oi1aronpHaATCTBa Bb3HHKBAHETO
HA NpeJU3BUKaHa OT JUIrUTANUC apUTMHA (BXK. TOUKA 4.4).

MFDKC HH

[Ipu enHoBpeMeHHa ynoTpeba Ha TeMUCApTaH C AUTOKCHH €€ Hab/MmoAaBa YMEPEHO NOBHILIABAHE HA
nukoBara (49%) u Ha Hali-HrckaTa (20%) na3MeHa KoHLeHTauua Ha qurokcHH. [Ipu 3anousane,
KOpHIMpaHe Ha J03aTa Wi CIIMpaHe Ha JISYEHUETO C TEJIMUCAPTaH, TpaOBa Aa ce HA0MIONaBaT HUBATA
Ha IUrOKCHH, 32 Aa C€ MOANBPIKAT B TCPari¢BTHYHUA HHTEPBRAJ.

Ipyru aHTMXMNEPTEH3HBHY JIEKAPCTBCHU NPOXYKTH

TEJIMHCHPT&H MOXXKE Oa [NOBHUILIH XHIIOTCH3INBHHA ecl)elcr Ha APYTH aHTHXHUIICPTCHIHWBHH CPCACTEA.

JIaHHM OT KIMHHYHH NPOYYBAHUA NOKA3BAaT, Y€ ABOHHOTO 010KUpaHe HA PEHUH-AHTHOTEH3HH-
anpocTepoHoBara cucrema (PAAC) upes kombunupasara ynorpeda Ha ACE unxuburopw,
aHrMoTeHsuH Il-peuenropHu GJ1I0KEpH WM ANMCKHPEH CE CBBP3BA C MO-BUCOKA YECTOTA HA HEXENAHU
CHOHMTHA, KATO HANPHMEP XMIIOTOHHA, XHNEPKATHEMHUS U HaMaNdBaHe Ha OBOpeyuHaTa QyHKUMA
(BmouuTenHo ocTpa 6b0peyHa HeIoCTaThYHOCT), B CpaBHEHME C yroTpebaTa caMo Ha eaHO
cpencTBo, AciictBao Bbpxy PAAC (Bxk. Touku 4.3,4.4 n 5.1).

[IpoTHBOaHaOETHH JEKAPCTBEHH NPOAYKTH (NICPOPATHH M HHCYJIMH)
Moxe na ce HAI0KH KOpUrHpaHe Ha JO3MTE Ha NPOTHBOANADETHUTE NIEKAPCTBEHH MPOAYKTH (BXK.
TouKa 4.4).

MerdbopMUH
Tpabsa xa ce W3NOA3Ba DPEANA3NMBO NOPAAH PUCK OT NTAKTAaTHA alKA0C33a HHIYLHPaHA OT BE3MOXKHA
(¢yHkuMoHanHa ObOpeyHa HeOCTATBYHOCT, CBBP3aHA C XUAPOXJIOPOTHA3HA.

KonectupaMHH H KOJIECTHIIONOBH CMOJIH
[Tpu HanuuHe Ha aHHOHHO-OOMEHHH CMOJIH, adcopOLMATa Ha XHIPOXJIOPOTHA3HA CE€ HAPYIUABA.

HecTeponaHy npoTHBOBBL3NAIHTEIHH CPEACTBA

HCIIBC (t.e. aueTuicandLUMIOBA KMCEIMHA B NPOTUBOBB3NANUTENHH A03H, COX -2 unxuburopu u
HecenektusHd HCIIBC) Morar aa Hamansar AUypeTHYHHA, HATPHYPETUYHHUA U AHTUXHUITCPTCH3HBHUS
edeKT HA THAZHHHUTE AUYPETHLIM H AHTHXUIEPTEH3NBHUA €QeKT Ha aHTHOTeH3HH 1l peuenropHuTe
aHTArOHHUCTH.

[Ipu HAKOK NauMeHTH ¢ HapyLeHa Ob0pevna Pyuxis (HanpUMep AeXuapaTHPaHH nayy
NALUEHTH B HaNpeAHAJIa BE3PacT C HapywleHa Op0pedHa QyHKIH ) eAHOBPEMEHHOT /
aHruoreH3uH 1l peuenTopHH aHTATOHKUCTH H NEKAPCTBEHU IPOAYKTH, KOUTO HHXH
LIMKJIOOKCHI€eHA3aTa MOXE 1a NOBEAE A0 MO-HATATBIIHO BJIOLLIABAHE Ha ﬁﬁﬁpequa ¥
BKJIIOMHTENHO € Bb3MOXHA 0cTpa 6B0peyiHa HeAOCTATHhHHOCT, KOATO OOMKHOBEHO|
Ta3u NpuyKHa, KoMOuHanusaTa Tpabra aa ObAe npunaraHa ¢ NOBHUILIEHO BHUMaHUG) GEOOE ,f P .
NALHCHTH B HanpeaHana Bb3pact. [lauueHTure Tpabea aa OBAAT anEKBATHO xn,upa R 1 {4 O & /
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npociaenssaHa ObOpeuHara UM QYHKLUA B HAYANOTO HA KOMOHHHPAHOTO JIEYEHHE H NIEPHOAMYHO ClIEk
TOBA&.

B enno npoyyBaHe eAHOBPEMEHHOTO NPUIAraHe Ha TeJIMHCApPTaH H paMHMNPHII € A0BEJIO A0 [I0Ka4YBaHe
Ha AUCp.24 ¥ Cpax Ha pAMHOPWI H pAMHUNPUAAT A0 2,5 MBTH. KNHHUYHATE 3HAYMMOCT HA TOBA

HaOnOaeHHEe He € H3BECTHA.

[IpecopHny aMUHH (HaNpHMEP HOpPaAPEHAHH)

E¢exTbT Ha NpecOPHUTE AMHHHU MOXKE Z1a C€ HAMAJIH.

Heaenongapy3upaiyy MHOpPENakcaHTH (HanpuMep TyOOKypapuH)
XHAPOXNOPOTHA3KUA MOXKE /1a NOTEHLHPpa eEKTa HA HEAECTIONSAPH3UPAIIMTE MHOPEIAKCAHTH.

JIeKapCTBREHU II KTH M3MI0N3BAaHH 3a NedyeHUe Ha noaarpa (HanpuMep npodeHy

cyadHHNYPA3OH H AJIONYPUHO)

Moke a ce HanoXH KOpHUrupaHe Ha 103aTa Ha YPHKO3YPHYHMTE JIEKAPCTBEHH NPOAYKTH, Thit KATO
XHAPOXNOPOTHA3HA MOXKE 1 YBE/IN4M CepyMHUTE HUBA HA MUKOYHATA KUCENHHA. MoXe 1a ce HAJI0XKH
NOBHIlIABaHE HA J03aTa HA NpobeHUUUA WK CyNPUHNHpa3oH. EnHOBpeMEHROTO npyeMaHe Ha
THA3MIH MOXKE 13 NOBHLIK YeCTOTATA HA peaKLMKUTE Ha CBPbXYYBCTBHTEIHOCT KBM AJIOITY PUHOI.

Kaniuesu coau

TuasuaHuTe BUYPETULM MOXE 13 NOBHIIAT CEPYMHUTE HUBA HA KaNLMid, KOETO CE AbJDKH Ha
MOHIKEHATa My ekcKpeund. Ako TpabBa aa ce NpeANMIUAT KATUHEBH A00ABKH WM JIEKAPCTBEHM
NPOAYKTH, 3aXbPKalIH KAUIKA B Opraik3Ma (HanpuMep Tepanud ¢ BuraMuH D), e HeoOxoauMo aa ce
MPOCNEAABAT CEPYMHHTE HUBA HA KAJILMA U CHOTBETHO A C€ KOPUrHpa A03aTa.

bera-6n0Kepn B 1Ha30KCHI
TuasuauTe MOXKeE Ja NOBULIAT XMNEPridKeMHUYHHTE eQeKTH Ha OeTa-0nokepure ¥ AMa30KCHAA.

AHTHXOJHHEPTHYHUTE JEKAPCTBEHH NPOAYKTH (HANPHUMEP aTPONUH, OUNEpHACH)
Moske aa noBHIIAT OHOHANMYHOCTTA HA THASHAHUTE JHYPETHLIM Ype3 MORMKABAHE HA CTOMALLHO-
YpeBHHUA MOTHIIMTET H 4E€CTOTATA HA H3MPA3BAHE HA CTOMAXa.

AMaHTHUIKH
TuasuauTe MOXKe Ja YBEJIHYAT PUCKE OT HEXXKeNaHH €()eKTH, NPHYHHEHH OT aMaHTHAMH.

1 [MTOTOKCHYHHM J€KAPCTBEHH NPOAYKTH (Hanpumep uukinopochaMu, METOTPEKCaT)
Tuasuaure Moxke Aa HaMaAT ObOpevYHaTa EKCKpPEHA HA UMTOTOKCHYHUTE JIEKAPCTBEHU NPOAYKTH U

13 MOTEHLUPAT MUENOCYNPECHPALIUA UM e(EKT.

B13 ocHoBa Ha (papMaxKOJIOrHYHHUTE HM CBOKCTBA € Bb3MOXKHO Ia C€ O4YaKBa, Y€ CICAHUTE
JIeKapCTBEHH NMPOAYKTH MOTAaT Aa IOBHILAT XHIIOTEH3UBHUA €(PEKT Ha BCHYKH aHTUXUIIEPTCH3UBHH
CPEACTBA, BKIIOYHTE/IHO TeJAMMUcapTaH: 0akiodeH, aMH(QOCTHH.

Cai1l0 Taka, OpTOCTATHYHATA XUIIOTOHUA MOXe Aa 6bAe 3acwicHa OT ankoxoJ, Sapburypary,
HAapPKOTHYHH BELICCTBA W/H aHTHAENPECAHTH.

4.6 @epTRAHTET, OpEMERHOCT H KbpMEHE

bpeMeHHOCT N
He ce npenopbusa ynotpebarta Ha aHrHOTeH3HH I peLienropHy aHTarOHHCTH Npe3 MbPBHIAPAMCET
Ha OpeMeHHocTTa (BXK. TOuka 4.4). Ynorpebara Ha anruoreHsuH Il peuenropuu anraro ‘\ ;
MPOTUBOINOKA3aHA Npe3 BTOPHUA K TPETHUS TPUMECTLP HA OpeMEHHOCTTA (BXK. TOUKH 4. A). LRpae
ool B Q:
{7545
HsamMa aocrathyHO AaHHH 33 ynorpebara Ha TesMUCcapTaH/XUAPOXNOpOTHA3UA IIpU OPpeEEHT'SN
ExcnepuMeHTaNHHTE IPOYYBaHHA [IPH XKHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOX LR AIAnEaY.
5.3). LN




EnnaeMHONOrHuHKUTE JAHHU 33 PMCKA OT TEPATOreHHOCT caef excno3uuud Ha ACE unxuburopu npes
MbpBUA TPUMECTEP Ha OpeMeHHOCTTa He ca yOeautenHH. Bee nak, He MOXKe Aa ce H3KIIo4uHU cnabo
NOBUILABAHE HA PHCKA.

JOKaTo HAMAa KOHTPOJAMpPaHH eMMASMUOJIOTHYHH JAHHH 33 pUCKa NpH ynotpeda Ha aHruoTeH3uH Il
peLeNTOpHH aHTarOHUMCTH, CXOAHH PUCKOBE MOTAT 1A ChINECTBYBAT M NPH TO3H KIac NeKapcTsa.
[TaneHTKMTE, KOUTO IUIAHKMPAT OpeMEHHOCT, TPAOBA 1a NPEMHUHAT KbM alITEPHATHBHO
aHTMXHNEPTEH3UBHO JIEYSHHE ¢ ycTaHOBeH npodun Ha 6esonacHoCT npu ynotpeba no BpeMe Ha
OpeMEHHOCT, OCBEH aKO CE CHUMTA, Y€ € OT 0COOEHA BAXKHOCT Ja Ce MPOABIDKY JIEYEHHETO C
aHrnoteH3uH Il penerrropHd aHTAarOHUCTH. AKO € JHarHOCTHLMPaHa OPEMEHHOCT, ICYCHHETO ¢
aHruorensuH Il peuenropuu anraronMcTy TpaOpa He3abaBHO Ja 6BAC NPEYCTAHOBEHO H AKO €
noaxoaao na ouae 3an0yHATO ATTEPHATUBHO NEYEHUE.

YCTaHOBEHO €, Y€ eKCMO3ULMATA Ha aHrHOTEH3HH Ll peLienTopHHM aHTArOHUCTH NMPE3 BTOPUA U TPETHA
TPUMECTBLP Ha OpeMEeHHOCTTa npeAn3BUKBa PEeTOTOKCHYHOCT NpH Xopa (noHwkeHa 6u0peyna
¢YHKIHA, ONMMIOXHAPAMHHUOH, 3a0aBeHa uepenHa ocupuxkaLusg) ¥ HeoHaTanHa TOKkCUYHOCT (6p6peyna
HENOCTATHYHOCT, XHMOTOHHA, XHNEPKaIMeMHud) (BxK. TOUKa 5.3).

[IpenopsuBa ce yNTpa3BykoB nperyea Ha O6b0peuHara GyHKUHUA K Yepena, ako HACTBIIK EKCIIO3HLMA
Ha aHruoTeH3HH Il pellenTOpHH AHTArOHUCTH NMPE3 BTOPHS TPHMECTHLP Ha OPEMEHHOCTTA U ClIe] TOBA.
HoBopoaeHuTe, YHHTO Maliky ca npueManH arrHoTeHs3uH Il penenropum aHraronucTH, TpsiOsa na
OBAaT BHUMAaTEHO HabaIONaBaHM 3a HAJIMUME HA XUINOTOHKA (BXK. TOUKH 4.3 U 4.4).

OnuThT ¢ XHAPOXJIOPOTHA3KUA MO BpeMe Ha OPEeMEHHOCT € OrpaHU4eH, 0CO0EeHO npes NbpBUL
TpuMecThp. [IpoyuBaHUATa NPH )KNBOTHH €A HEAOCTAThYHH, XHAPOXJIOPOTHAIHMA NPEMUHABA Npe3
nnaueHrara. baznpaiiky ce Ha PapMaKOJIOrHYHUS MEXAHH3BM HA ACHCTBHE HA XMAPOXNNOPOTHA3H,
ynorpebara My rpe3 BTOpUS H TPETUS TPHMECTbLP MOXeE A3 KOMIIpoMeTHpa (ero-IuialeHTapHaTa
IIPONYCIJIMBOCT, H A3 NPUYHHH (eTatHU U HEOHATANHH €(PEKTH, KATO XBJITEHHLA, HApPYLIEHUE Ha
€IEKTPOJINTHHA OanaHc H TPOMOOLHTONEHH.

XuapoxnopoTHasua He TpabBa Ja ce M3MoN3Ba NPU reCTalOHEH OTOK, MeCTALMOHHA XUIIEPTOHUA WK
NpecKIaMIICHs, NOPaaHd PHCK OT MOHKXKABaHe HA IUTasMEHHA 00eM H IUalieHTapHa xunonepdysui, 6e3
noJsieseH eekT BEpXy Xoaa Ha 3a0onaBaHeTo.

X.HﬂpOXJIOPDTHHL!H,D, HC TpﬂGBa Ad C€ M3II0JI3BaA IIPH CCCHIIHAJIHA XUIICPTOHHA IIDH 6PEMBHHH JKEHMH,
OCBEH B P€JIKH CJIydaHd, KOraTO HE MOYKE a4 CC IPHIOKH APYro JIEHEHHE.

KnpMeHe

Tit kaTo HAMA JaHHH OTHOCHO YITOTpebaTa Ha TeAMMCApTaH/XUIPOXJIOpOTHA3U] B IEPHOJIA HA
KbpPMEHE, TeJIMHCAPTaH/ XHAPOXJIOPOTHA3H] HE CE MPENopbYBa, a CE NPEANOUNTAT ATTEPHATHBHH
neyeHHns ¢ no-a06pe ycraHoeeH npodun Ha Oe3onacHOCT B MepHoaa Ha KEpMeHe, 0co0eHo npu
KbpPMEHE Ha HOBOPOJCHO WIH NMPEXACBPEMEHHO POAEHO AETE.

XMAPOXJIOPOTHAZNU] CE EKCKPETHPA B MAJIKM KOJIHYECTBA B MAHMMHOTO MIIAKO. THa3uay BBB BUCOKH
NO3H, MpeAM3BHKBALIK HHTCH3HBHA JHYPE3a MOXKE A2 MHXHOUpAT NPOAYKIMATA HA MIIAKO.
Ynorpebarta Ha TeJAMHCARPTAH/XHAPOXJIOPOTHAZM] 110 BpeMe Ha OpeMeHHOCT He ce npenoppysa. AKO
TeJIMHCAPTaH/ XHIPOXJIOPOTHAZMA CE€ M3MOJ3BA B [IEPMOJA HAa KbpMeHe, TpadBa aa ce noAabpKAaT Hall-
HUCKHUTE Bb3MOMXKHH J03HU. |

QepTUIHTET
B npeaknMHUYHH Npoy4YBaHus He ca HabmoaaBaru e(eKTH Ha TEAMHCATPAH U XHAPOXJIOPOTHAZH]

BEpPXY (hepTHIMTETa HA MBXKKH M XKEHCKH MHAMBHM.

4.7 Edfexrn Bppxy cnoco0BocTTa 33 modupane n padora ¢ MAMMHHA

Ko-Tencapt Moxe aa okaXke BIHSAHHME BBPXY CIOCOOHOCTTA 3a modupase H padboTy
[IoHAKOra MpH NpHEM Ha TEJIMHCAPTaH/XMIPOXJIOPOTHA3HA MOTAT JAa CE AOABAT 3¢
CHHIIHBOCT,

10




4.8 HexelaHH JeKAPCTBEHH PEeAKNHA

KpaTko u3noxkeHue Ha npoduna Ha 6e30nacHOCT

Hait-yecTo cro01LaBaHATA HEXKEIaHA peakiysa € 3aMailipaHe. Cepuo3eH aHrMOEAEM MOXKE Aa HACTHIH
paako (>1/10 000 no <1/1 000).

O611aTa YecToTa Ha HEXEJIaHHTE peakuiii, cbodiueHH npu ynorpeba Ha Ko-Tencapr 80 mg/25 mg e
cpaBHUMA ¢ Ta3d npu ynorpeda Ha Ko-Tencapr 80 mg/12,5 mg. He ¢ ycraHoBeHa 3aBUCHMOCT MEXKIY

J03aTa H HOXC/IAHUTE pCAKIIHH H JIMIICBA BPB3Ka C 11014, Bb3pacTra KWK pacoBaTa IPpHHAaAJICKHOCT Ha
NalMCHTUTC.

KpaTko uanokeHue Ha He)kenaHUTe JeKapCcTBeHH peakuuu B TabnuueH gopmat

Hexenanure peakuyi, CbOOLMIEHM BEB BCHUKY KIHHUYHH [IPOYYBAHHUI U HACTHIIWIH NO-4YECTO NPH
H3I10JI3BAHETO HA TEJIMHCAPTAH ILUTIOC XHAPOXIIOPOTHA3MA, OTKOJIKOTO npu miauedo (p<0,05), ca
ONUCaHH [10-A0JIY B CBOTBETCTBUE CHC CUCTEMO-OpraHHaTa Knacupukauns. Ilpu neyenue ¢
TEIMUCAPTAH/XHAPOXJIOPOTHA3MI MOFAT Ja C€ MOABAT H HEe)KeNaHU peaKlMy, KOUTO Ca XapaKTEpHH 3a
CaMOCTOSTENHOTO MPWIAraHe Ha OTAEHUTE MY ChCTaBKH, HO KOMTO He ca HabimoaasaHM B
KNHHUYHHUTE NPOY4BAHMS.

Hexenanure peakiiid ca KATETOPU3KPAHH CIIOPE YE€CTOTATa, KATO € U3I0A3BaHa CleNHATa
knacuduxaipsi: MHoro uectd (=1/10), yuectu (21/100 xo <1/10), nedectu (=1/1 000 no <1/100), penxu
(=1/10 000 po <1/1 000), MHOrO penxu (<1/10 000), c Heu3BecTHA 4eCTOTA (OT HAIMYHUTE JAHHU HE
MOXe 1a O0bIe HanmpaBeHAa OLEHKA).

IIpu BCcAKO rpynupaHe B 3aBUCHMMOCT OT YE€CTOTATA, HEXKEIAHUTE JIEKAPCTBEHH peakLiMy ce u3dposBar
B HU3XOAALL pel N0 OTHOLIEHHE HA TEXECTTA.

Hugpexyuu u unpecmayuu
PEAKH: OpOHXUT, QAPUHIHUT, CHHYHT

Hapywenus na umynnama cucmema
pEaKH: 060CTPAHE MM AaKTMBUPAHE HA CUCTEMEH JIYIIYC epHTEMaToeC

Hapywenun na memabonusma u xpanenemo
HEYECTH:  XMITOKATMEMMKA
peaKu: XUIIEpYPUKEMHUA, XUIOHATPHEMMUA

Hcuxuunu napyuwenus
He4ecTH: 0e3n0KOHCTBO

PEAKH. ACIPCCHA

Hapywenua na nepenama cucmema

YeCTH: 3aMaliBaHe
HEYECTH: CHHKOII, NapecTe3uns
PEOKH: De3CchHHE, HAPYUIEHUS HA ChHA

Hapywenun na owume
peaxu: HAPYILUCHMA HA 3PCHHETO, 3aMBITICHO BHXKIAHE

Hapywenun na yxomo u aabupunma
HEYECTH: BEPTHUIO

Covpoeunu napyuieHun
HEYecTH: TaxHKapJAMA, apUTMUA

Cv006u Hapyuerus
HEYECTU: XMIIOTOHHSA, OPTOCTATHUHA XUNOTOHHA
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Pecnupamoprnu, 2pvOHu U Meouacmunantiu HapyuleHus
HEYECTH:  JMCIHEA
peaKu:; pecrnupaTopeH AUCTpec (BKIIOYUTENHO MHEBMOHHTH H 6enogpobeH 0TOK)

Cmomautrno-ypesHu Hapyuerus
HEYeCTH: JAMapHi, CyXOTa B yCTaTa, (PnaryneHuus
PEaKH: abnoMuHanya 6onka, 3anek, AMCHencys, NOBPHAHE, TaCTPHT

Xenamo-bunuapru Hapyuerus

peAKH: a6HOpMHA yepHOAPOOHA GYHKLMA/YEPHOAPOOHO HApYyLIEHHE?

Hapywenun na xosxxcama u nooKodcHama mvKan

pelKHu: aHruoeaeM (CbIO M ¢ paTaneH H3X0a), epUTeMa, NPYPUTYC, OOPHB, XUNEPXHUAPO3a,
YPTHKADHA

Hapyruuerus na MycKyIHo-CKeAemuamad cucmemda, Co€OURUMERHama MvKaK U Kocmume
HeyecTd: OONKH B rophHa, MyCKYJIHH CIa3MH, MHANTHA
pelKu: apTpanrus, MyCKyJIHM Kpamnu, 60nka B KpalHHUUTE

Hapywenua na év3npouzeooumensama cucmema u epoamia
HEYECTH: EPEKTHIHA AHCPYHKLUA

Obwu HapywieRus u eghexmu Ha MACMOMO HA NPWIONCEHUE
HeuecTH: OO0JIKa B IPBAHHS KOLI

PEAKH: rpunonoaodHo 3abongpane, 6o0aka

H3cnedsanun

HEYECTH: [IOBUIUEHA NMHKOYHA KUCENHHA B KPLBTA

PEDKH: NOBHLIEH KPEATHHHH B KPHBTA, MOBHINEHA KpeaTHH PocPOKHHA3a B KPBBTA, NOBHLLIECHH

YEPHOAPOOHU EH3UMU

!: Ha 6a3a Ha MOCTMAPKETHHIOBHS OITHT
2: 33 NOITKWIHMTE/HO ONKHCAHHME, MOJIA BIDKTE NMOATOUKA Onucanue Ha usbpanu Hexceranu peaxyuy

Honvanumenna unopmayua 3a 6cexu om KOMNOHeRmume

Hesxxenanure peakuyy, CbOOIaBaHH NPEIN TOBA NPH CAMOCTOATEIHOTO U3MNOJI3BaHE HA HAKOM OT
KOMITOHEHTHTE, MOraT A4 Bb3HMKHAT M npH u3nos3saHero Ha Ko-Tencapr, nopu aa ne ca
HAOIFOAaBaHH NPY KIMHUYHMTE MPOYYBAHHUA HA TO3H NPOAYKT.

Teamucapran:
HecroTaTa Ha HEXXECNAHMTE JICKAPCTBEHHN PEAKLIMU NPY M3IIOJN3BAHETO Ha TEAIMHCapTaH U miauedo e

MNOYTH €AHAKBA.

YecToTaTa Ha HEXKENaHUTE peakLH, choblueHu npy ynotpeba Ha Tenmucaprad (41,4%), e cpaBHuMA
¢ mnauedo (43,9%) npu mnauebo-koHTpOAHpaHu npoyueaHud. IIpeacTaBeHUTE NNO-A0JY HEXKENAHH
peaKlHH, OTPa3aBaT PE3y/ITATUTE OT BCHYKH KJIIHHHYHHM NPOYYBAHHUA NPH NALUEHTH, JJEKYyBaHH C
TEJIMHCAPTAH 32 XUIEPTOHHA WM MPY NaUUEHTH Ha S0 rOAUHH, WIH M0-Bb3PACTHH C IOBHLIEH PHCK
OT CbPAECUHO-CBAOBH HHUMACHTH:

Hughexyuu u unghecmayuu

HeueCcTH: HH(EKUMA Ha FOPHUTE AMXATEIHH MBTHILA, MHPEKUMA HA MKOYHHUTE ITbTHILL
BK/IFOYHUTENHO HKHCTHT

PeaKH: CENncUC BKIIOYUTEIHO ¢ (aTaseH u3xon’

Hapywenun na xprema u aum@nama cucmema

HEYECTH: aHEMHA

PEeAKHU: €03HHOPUINA, TPOMOOLIMTONEHHUS
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Hapywenun na umMynsama cucmema
peaAKM: CBPBbXYYBCTBUTEIHOCT, aHA(QUIAKTUYHA peaKums

Hapywuenus na memaboausma u xpanenemo
HEYEeCTH: XHINepKATUEMHA
PEAKH: XMIOTTIHKEMHA (NpH nauueHTH, 6onHu ot guaber)

Covpoeynu Hapyuienus
HevyecTH: Opaaukapauns

Hapywenun na nepsnama cucmema
pPEOKM: CBHIIUBOCT

Pecnupamopru, zpbOnU U MeOUACMUNARKY HADYUEHUR
HEYECTH: KALUIKLA
MHOrO PEAKM: HMHTepcTHUHANHA Genoapobua Gonect’

Cmomauino-ypesnu Hapyuienus
pPEeOKM: cToOMaleH AMcKkoMbopT

Hapywenus na xoxcama u nooxoxchama mvKax
pEeaKHU: eK3eMa, JIeKapcTBeH OOpHB, TOKCHYEH KOXeH oOpuB

Hapywenus na 6vbpeyume u nuxounume nosmuwa
HEYECTH: ObOpeyHo yBpexXIaHe (BKIIOYHTEIHO O¢Tpa OpOpeuna HeJOCTaTLYHOCT)

Hapywenus na Myckyano-ckenemuama cucmema, Co€OUHUMERRama movkas U Kocmume
peaKH; apTpo3a, O0JIKK B CYXO)KH/IUATA

Obwu napywenua u epexmu Ha MACMOMO HA NPUROICEHUE
HEYeCTH:  acTeHMA

Hzcneosanun
penku: NOHHKEH XeMOrnoOuH

3. 33 OMBJIHMTEIHO ONKYCaHKWE, MO BHXKTE NOATOMKA Onucanue Ha uzbpanu HeJlCeaanu peaxyui

M POXLIODOTHAZHI.

XuapoxXnopoTHa3HA MOXKE O3 NPHYMHH WIK 000CTPH CBCTOSAHUE HA XUIIOBOJIEMHSA, KOETO OT CBOA
CTpaHa MOXKe J1a JOBEIE AO eICKTPOIUTEH aucbanaHc (Ba. Touka 4.4).

Hexenanure nekapcTBEHH peakKUMH ¢ HEHM3BECTHA Y€CTOTa, Cho01aBany NPpH caMOCTOATEIHATA
ynotpeba Ha XHAPOXNOPOTHA3NA, Ca:

Hupexyuu u ungpecmayuu
C HeM3BECTHA Y€CTOTa: CHANOAACHHT

Heonnraamu — 0obpoxavecmeenu, 310Ka¥ecmeeru U Heonpeoeneru (6Ka. Kucmu u noauniy)
C HEM3BECTHA YECTOTA: HEMEJIAHOMEH PaK Ha KoxaTta (6a3anHOKNeThYEH KAPLMHOM H
CKBAMO3ZHOKJICTBYEH KAPLMHOM)

Hapywenus na xpvsonochama u aum@na cucmemu

PEAKHU: TpoMOOoUHTONEHHUA (MOHAKOra ¢ mypmnypa)
C HEM3BECTHA YECTOTA: arulacTH4YHa aHEeMHA, XEMOJIMTHYHA AHEMMS, MOTUCKAHE Ha

JICBKOIIEHHUSA, HEYTPOIICHHUA, arpaHyJ0olHTO3a

Hapywenua na umynsama cucmema
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C HCH3BCCTHA HCCTOTA. aﬂacpmalcr HYHH PDEAKIHH, CBPBXYYBCTBHTCIIHHOCT

Hapywenus na endoxpunnama cucmema
C HEM3BECTHA YECTOTA: HEAOCTATHYHO KOHTPOJIMpaH 3axapeH AHader

Hapywernus na memaboauama u xparnenemo

YECTH: XHNOMarHe3ueMus
PEIOKH: XHNEPKAILUEMHS
MHOT'O PEIKH: XUIOXJIOPEMHYHA aNKAI03a

C HCHU3BCCTHA HECTOTA: dHOPCKCHA, NOHWKCH AINICTHT, CJICKTPOJIHTCH ﬂHCGﬂH&HC,
XHIICPXOoNECTCPONCMAA, XHINCPITIMIIUCMHAA, XUITOBONHCMHAA

Icuxuunu napywenusn
C HEH3BECTHA uecToTa: 6e3noKoMCcTBO

Hapywenur na nepsnama cucmema
PeaKH: rnasobomnue
C HEM3BECTHA YECTOTa: 3aMaiBaHe

Pecnupamopru, 2pbOHUu U MEOUQACMUHQIHU HADYULEHUA
MHOI'O PEIKH: ocTep pecnuparopen auctpec cunapoM (OPC) (k. Touxa 4.4)

Hapywenus na oyume
C HEM3BECTHA YECTOTA: KCAHTOMCHA, OCTPa MHONATHA, OCTPa 3aKPHTOBIbJIHA INIayKOMa, XOPOUJaieH

H3/1HB

Cvooeu napyuenus
C HEM3BECTHA YECTOTA: HEKPOTH3HUpALll BACKYJIUT

Cmomaruno-4pesHu Hapyueua:
YECTH: raacHe
C HEM3BECTHA YECTOTA: NAHKPEAaTHT, CTOMALIEeH JHCKOMQOpT

Xenamo-bunuapru Hapyuienus
C HEH3BECTHA Y€CTOTa: XENaToLEeNnyapHa KbJITeH!LIa, X0JIeCTaTHYHA KBJITCHHLA

Hapywenus na koxcama u nooxoxcHama mvKkaH
C HEHM3BECTHA YECTOTA: JYNyc-Noao0eH CHHAPOM, peaKLMu Ha POTOUYBCTBUTEITHOCT, KOXEH

BaCKYJIMT, TOKCHUYHA eNuaepMaiHa HEKPOJIN3a, epureMa MynTHGOpME

HQP}WEHM HA MYCKYAHO-CKEREMHaAmMa cucmema, CHeOUHUMENHAMQ MBKAH 1l Kocmume
C HEHU3BECTHA YecToTa: c¢iaabdbocr

Hapywenua na 6vbpeyume u nuxounume nomuiya
C HEM3BECTHA YECTOTAa: HHTepCcTHLUaNeH HedpuT, Op6peuHa AchyHKUNA, TNIFOKO3YpuUs

Obwu napyuieHus u epexmu Ha MACMOMO HA NPUAOIICEHUE
C HEU3BECTHA HYECTOTA: MUPEKCHSA

H3cneosarnun
C HEM3BECTHA YE€CTOTa: NOBHUIIEHW HUBA HA TPUIIMLEPHAH

Onuacanne Ha H30panE HOKENAHA JICKAPCTBEHHE PEAKNHH

A6HopMHa yepHoapobHa PyHkuMA/4epHOAPOGHO HapyleHHe ; m ,5‘-':;1-3
[ToBeyeTo ciryHdad Ha aGHOPMHA YepHOAPOOHA PyHKIMA/UepHOAPOOHO HAPYLIEHHE Wb
MApKETHHTOBHS ONAT ¢ TEIMHCAPTAH HACTHIBAT DX NALMEHTH OT AMOHCKH mpousxoXy [Tpi nauyer

Py
o

S/
5 60
Clasrd

-
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OT ANOHCKH [IpOH3X0OA CHIXECTBYBA [10-I'0JIIMa BCPOATHOCT 34 Pa3SBHTHEC HA TC3H HOXKCIIAHU PCAKIINHA,

Cencuc
B npoyuranero PROFESS e HaOnroaasana noBuiIeHa 4€CTOTA HA CEIICHC MPH TSJAMHCAPTAH B
cpaBHeHHKe ¢ r1anebo. CrouTHeTO MOXKe Ja € ciy4yaliHa HAXOKA WK 12 € CBBP3aHO C HEIO3HAT 10

MOMEHTa MEXaHH3BM (BXK. TO4Ka 5.1).

Wurepcruunanna benoapodHa Oonect

CJI}"-IEH Ha MHTCPCTHIIHAJIHA 66.710,[[[)06!-13. bonect ca AOKNaABaHH OT NOCT-MAPKCTHHIOBHA OIIMNT, BHB
BPB3Ka C IIPACMA Ha TCJIMHCADTAHR. HPH'-IHHO-CJIGHCTBCHH& BPb3Ka obaue He e YCTAHOBCHA.

HemenaHOMEH pak HAa KOXAaTa
B13 ocHOBa Ha HANMYHHTE AaHHH OT ENHACMHOJOTKYHRE MPOYUBaHHA ¢ HabmOnaBaHa 3aBUCHMA OT

KyMyJIaTHBHATa 1034 Bpb3ka Mexay XXT3 1 HMPK (Bx. cbuio Toukn 4.4 1 5.1).

HHTecTHHANIEH aHTHOEIEM
CbobuieHH ca ciIyvad Ha MHTECTHHAJICH AHTHOeAeM ciiel ynoTpeba Ha aHrnoTeH3uH 1l peuentopHu
AHTArOHUCTH (BXK. TOUKA 4.4).

Cro0uiaraHe HA NOAO3UPAHM HEKENAHH PEAKIIHH
Cpo0aBaHeTo Ha NOAO3HPAaHH HEXENaHH PeaKiHK Clie] pa3peLiaBaHe 3a ynoTpeda Ha JIeKapCTBEHHA

[MIPOAYKT € BAXXHO. Tosa no3sondBa aa NpoaADBIDKH HaOMIONEHHETO HA CHOTHOLLIEHUETO ﬂOﬂSﬂfPHCK 34
JEKAPCTBCHHA TIPOAVKT. Or MEAULIHHCKHTE CIICIHAIHCTH CC H3UCKBA Jia CBDSIH&BET BCAKA
nogo3dpaHa HCXKCIIaHA PCAKIAA 4Ype3,

HM3anbnHuTeIHA areHLKUA 110 JICKAPCTBATA
yn. ,,Jamsan ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT; www.bda.bg

4.9 Ilpexozrpane

CroluecTByBa orpaHuteHa nHgopmanua 1Mo OTHOLICHHE Ha NPEAC3UpaHe HAa TEIMHCAPTaH NPH XOpa.
Tenmucapran He ce oTaena npu xemogudanusa. He € ycTaHOBEHO [0 KAKBa CTENEH XHAPOXJIOPOTHAZUI
ce OTAesA NPH XEMOIUAIH3a.,

Camnromn

Haif-u3sBeHHUTE NPOABM HA NPEAO3HPAHE C TEIMHCAPTAH Ca XUINIOTOHHA U TAXUKAPAMS, a ChLIO CE
cboOLiaBaT ¥ Opagukapaus, 3aMasHOCT, [IOBULIABAHE HA CEPYMHUS KPEaTHHUH U ocTpa Ob0peuna
Henocrarb4yHoCT. IIpeno3upaHeTo ¢ XHOpOXIOPOTHA3K C€ CBHP3BA C HAMAIABAHE HA CAEKTPOAMTUTE
(xunoxanueMus, XUIOXJIOpEMHA) H XHIIOBOJIHEMHA, OB/DKALIA C€ HA excLiecuBHATa Auype3a. Hail-
YECTHTE CHMITTOMH Ha npeao3upaHe ca rajicHe 4 COMHOJIEHTHOCT. XMIIOKAJTHEMHATA MOXKE & AOBEIE
A0 MYCKYJIHH CIa3MH W/HWIH aKUEeHTYHpaHa apUTMHA, CBbP3aHM ¢ €JHOBpEMEHHATA ynoTpeda Ha
AUTMTAJIMCOBH FIIMKO3HAH HIIH ONPEACIICHHA aHTHAPHTMHYHH JICKAPCTBCHU NPOAYKTH,

Jleaenne
TenmucapTaH He ce oTaens npu xemoauanusa. [lauueHTsT TpabBa na 6pae BHUMaTeNHO HabalogaBaH
U JedeHHeTo TpabBa na Obae CUMITOMATHYHO U NOAABPKALL0. OBNaASBaHETO 3aBUCH OT BPEMETO Ha
NPUEMaHe Ha NPOAYKTA U TEKECTTa Ha CUMITTOMHTE. 1IpenoppuMTEIHUTE MCPKH BKAIOYBAT
[IpeAU3BHKBAaHE HA MOBPBLIAHE W/WIH CTOMAllIHA MPOMHUBKA. IlpunaraHeTo Ha aKTHBEH BT
na Obae Nojie3Ho npu jieueHne Ha npego3upaHero. HeobxonoumMo e yecTo npocnenspaye }
eNIeKTPOJIMTH H KpeaTHHHH. [Ipy nosBa Ha XUNOTOHMS, NALKMEHTET TpaAOBa Ja Obae r, e pt
Jer{ano no rpeb nonoxeHue v 6BP3O Aa ce NPWIOKAT CONEBH H 0OEMHU 3aMec

5. @OAPMAKOJOIMYHHU CBOUCTBA
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5.1 ®PapmMaxkogEHAMHYIHH CBOHCTBAa
dapmakoTepaneBriuHa rpyna: AHruoreH3uH Il anrarouuctu u auyperui, ATC xoa: CO9DAO7

Ko-Tencaprt e komOuHanusa ot aHroTeHsuH 1l peuentopeH aHTArOHUCT TENMUCAPTAH M THA3UIEH
NUYpPETUK XUApoxiopoTyazua. Ilpy koMOMHUpaHEeTO UM TE3H CHCTABKH HMAT aJUTHBEH
AHTHXHIEPTEH3UBEH €PEKT, KOSTO BOAH A0 NO-FOIAMO HAMAISBAHE HA KPBBHOTO HAJIATAHE
OTKOJIKOTO, aKO ca npuioxeHH nootaento. Ko-Tencapt, npueMaH BeAHEK IHEBHO B TEPANEBTHYHH
NO3H, BOOH 10 edexrusHa U INaBHa peAYKUHI Ha KPBBHOTO HaNArare.

MexaHu3nM Ha AelCTBUE
TenmuicapTaH e nepopaiino epeKTUBEH H crieHPHUYEeH aHruoTeH3UH 11 peLienTopeH aHTarOHUCT (THII

AT)). Toit u3mecTBa C MHOIO BUCOK apHHHUTET aHrHOTEH3HH Il OT HEroBoTO MACTO Ha CBBHP3BaHE B
AT, peuenTopHusa NOATHI, KOWTO € OTTOBOPEH 34 H3BECTHUTE ACHCTBHA HA aRrHOTEH3HH 1.
TenmucapTaH HAMa AOPU U HACTHUYHA ArOHUCTHYHA aKTHBHOCT cnpsmo AT peuenrropa. Tenmucaprax
ce ¢cBBp3Ba cenekTBHO ¢ ATy peuentopa. CBbLp3BaHETO € MPOABDKUMTENHO. TenMucapTaH He NoKa3Bsa
aUHHMTET KbM APYTHd PELENTOPH, BKIIIOYHTENHO AT? ¥ Apyru no-cnabo xapakrepuznpauu AT-
peuenTopi. OyHKUHOHAIIHATA POJA HA T€3H PELICIITOPH HE € U3BECTHA, HE € U3BECTEH H €EKThT Ha
TAXHATa Bb3MOXHA CBPBLXCTUMYJIALMA OT aHrMOTeH3UH 11, YHUTO HHBA Ca NOBHILEHH OT TC/IMHCAPTaH.
Husara Ha nnazMeHHs IIOCTEPOH €a MOHIKECHHM OT TeIMUCapTaH. Tenmucaprad He HHXHOHpa
YOBELIKHA [U1a3MEH PeHHH U He ONoKHpa HOHHMTE KaHanu, Tenmucaprad He HHXHOMpa AHrHOTEH3UH
KOHBepTUpAIMs eH3BM (KMHHHA3a [I), eH3uMbT, KOATO chiNO pasrpaxana OpaaukunuHa. [lopaay Tosa
He C€ Q4YaxBa Aa NOTeHLUpa OpaJUKKHHH-MEAHHPAHUTE HEXKEIaHH NEKAPCTBEHH PeaKiltH.

[Tpu xopa no3zara ot 80 mg TenMMUCApTaH NMOYTH U310 HHXHOHPa NPEAH3BUKAHOTO OT AHTHOTEH3UH
II noBuiliaBaHe Ha KPBBHOTO Handrane. UHxuburopuuat eexr ce noaavpxa Han 24 yaca, KaTo BCe
ollle Moxe 1a Obpae ycraHoBeH 0o 48 yaca.

XHAPOXJIOPOTHA3U] € THA3UAECH AXYPeTHK. MeXaHH3MBbT, N0 KOHTO THAZHIHMTE AHYPETHLM OCTUTAT
AHTUXHMIIEPTCHIUBHUSA CH €QEeKT, He € HAITBJIHO H3ACHEH. THa3uaAuTe OKa3BaT BB3ACHCTBHE BLPXY
MEXaHW3MHTE Ha peabcopOuus Ha enerponutH B Ob0peunnTe TyOyaapHH, KATO AMPEKTHO MOBHILABAT
eKCKpeUHATa Ha HaTPUid M XJIOp B NIPUONM3UTENHO EKBHBAJICHTHH KoJIHYecTBa. JIMypeTHUHOTO
AeiCcTBUE HA XUAPOXJIOPOTHA3K HAMAJIABA IUTA3MEHMS 00EM, MOBUILABA AKTUBHOCTTA HA PEHHMH B
IU1a3MAaTa, YBENKYABa EKCKPELHATA Ha alli0OCTEPOH C NMOC/IEABALIO YBEJIMYCHUE HA KAIUSA B YPHHATA U
3ary0a Ha OMkapOOHaTH, ¥ HaMa/lsABa HHMBaTa Ha Kaiuuil B cepyma. CuuTa ce, ue eIHOBPEMEHRHOTO
NPWIOKEHUE Ha TeIMUcapTaH, OIOKMpPaAHEeTO Ha CHCTEMATa PEHHUH-AHTHOTEH3MH-aNA0CTEPOH, BOAU A0
oOpaTteH edeKT 0 OTHOLUEHHE Ha 3aryfara Ha Kanuid, KOATO ce B/KH Ha Te3d quypeTuu. [1pu
NpHJIAraHe Ha XUAPOXJIOPOTHA3MA HA4aJI0TO HA AHYpe3arta € ciej 2 yaca, KaTo NUK Ha edexra ce
Habmoaaea cnen okono 4 yaca U nepcUcTHpa B MPOABDKCHHE HA NpHOan3nTenHo 6-12 uyaca.

(DaEMﬁKOQHHaMH‘IHH EQERTH

JleueHue Ha eceHUMATHA XUTIEPTOHNUA

Cnen npunarase Ha MBPBATA 1034 TEJIMUCAPTaH ce HabJoAaBa NOCTENEHHO NOABA Ha
AHTUXMIEPTCH3HBHA AKTHBHOCT B paMKHKTe Ha 3 yaca. MakcumanHara peayKums Ha KPbBHOTO
HAJSIraHe Ce JOCTUra HAMBIHO B paMKHTE Ha 4-8 CeAMMIIM C/ISA HA4YAJI0TO Ha JICYEHHETO H Ce
NOAABPKA Ype3 NPOAL/DKUTENHA Tepanua. Cnel npHeMase Ha 103aTa aHTUXHUIEPTEH3UBHUAT €(DEKT
nepcUcTHpa noBeve oT 24 yaca, KATO BKJIIOYBA M OcneAHUTE 4 yaca npeau CleABaLoTO
NPWIOKEHHUE, KAKTO [OKa3BaT aMOynaTopHUTE H3MEpBaHUA HA KPBBHOTO HanAraHe. Toea €
NOTBBPACHO M OT H3AMEPBAHUATA B MOMEHTA HA MAKCHMAJIHHA ¢PEKT H HEMOCPEACTBEHO Npeau
npUeMa Ha cieasalara A03a (CbOTHOLIECHHETO MUHHMAIHY KbM MAKCHMAJ/IHM KOHLICHTPALIHMH, KOETO &
nocroasHo Haa 80% cnen npuem Ha o34 ot 40 mg 1 80 mg TenmucapTaH npu wauedo '
KOHTPOJIHPAHH KIHHUYHH NPOY4BAHUA ).

Ilpn nauMeHTH ¢ XUNEPTOHUS TEJIMHUCAPTAH peAyLMpa H CHCTOMHOTO H AHACTONHOTO
HanaraHe 6e3 ga MOBIMABA MyJICOBATA 4ECTOTA, AHTUXMNEPTEH3UBHATA €(PUKACHOCT
€ CpaBHHAMa C Ta3d Ha NPOAYKTH, NPCACTABHTENM HA APYTH KJI1ACOBE AHTUXUNEPTEH3
JIGKAPCTBEHM NMPOAYKTH (YCTAHOBEHA NPY KJIMHUYHU U3NUTBAHHSA, CPaBHABALUH TEAM
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AMJTOAMITMH, ATEHOJIOJ, EHANANPWI, XUAPOXIIOPOTHA3H/L K IH3UHONPKUI).

B [BOMHO-CNAMO KOHTPOJUPAHO KIHHHYHO M3NKTBaHe (n=687 nanueHTH, OLiIeHeHH! 3a €(PUKaCHOCT)
NpY NaLMEeHTH, KOUTO HE CE MOBNUABAT OT JieueHHETO ¢ KoMOuHaumaTa 80 mg/12,5 mg e
HAaO/MONaBaHO MOCTENEHHO YBENHYABAHE Ha e)eKTa HA NOHDKABAHE HA KPBBHOTO Hansraue ¢ 2,7/1,6
mm Hg (CKH/IKH) npu xom6unauusTa 80 mg/25 mg cnpamMo NPOOb/DKHTETHO JICHEHHE C
xoMOuHauugaTa 80 mg/12,5 mg (paznuka B CpeqHUTE MPOMEHH, KOPUTHPAHH CHPAMO H3XOAHOTO
HuBOo). B nocneapaio KTMHHHYHO H3NMTBaHe ¢ koMOuHauaTa 80 mg/25 mg ce Habmonasa
ACNBIHMUTENHO MOHIDKABAHE HA KPhBHOTO HandraHe (M3pa3asaulo ce B 00mo nonwxkasane ¢ 11,5/9,9

mm Hg (CKH/JAKH)).

B 060011eH aHanu3 oT JBE CXOAHH 8-ceIMHYHM ABOHHO-CNeny nnauedo KOHTPOJIUPAHH KIHHKYHH
u3nurBaHng cupamo 160 mg/25 mg sancapran/xuapoxnoporiazua (n=2 121 nauueHTn, oLeHeHH 3a
e(pUKaCHOCT) € HAONIOAaBaH 3HAYMMO NO-roNAM €(QEKT Ha IIOHHKABaHE HA KPHBHOTO HAIAAHE C
2,2/1,2 mm Hg (CKH/KH) (pa3nuKa B CpeAHHTE OPOMEHH, KOPHTHPaHH CNIPAMO H3XOAHOTO HUBO) B
non3a Ha komMOuHauusTa 80 mg/25 mg TenmMHCcapTaH/ XHAPOXIOPOTHAZHL.

[Ipu BHE3aNMHO NpPEeKbCBaHE HA JIEYEHHETO C TEJIMUCAPTAH KPBBHOTO HAJMraHe NOCTENCHHO CE BpbLIA
10 CTOMHOCTHTE NPEH JICUEHHETO, 33 NEPHO OT HAKONKO JHM Oe3 maHHM 3a pedaya XHNEpTOHUYCH
edexr.

Cny4anTe Ha CyXa KalUIHMIIA Ca 3HAYUTEIHO NO-MAJKO MPU NAaLHEHTH, TPETHPAHH C TEJIMHCAPTaH,
OTKOJIKOTO NPH TaKMBa, HA KOUTO ca JaBaHH HHXHOMTOpPH HA AHFHOTEH3UH KOHBEPTHPAILHA €H3HM B
KJIHHUYHU NMPOYYBaHUA, JUPEKTHO CPABHABAIIU BETE AHTHXUMNEPTCH3UBHU I€UYECHHA.

KnunngHa edukacHocT M 0e30macHocT

[IpodmnakTHKa Ha CHPACHHO-ChAOBA HHLWAEHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABa eeKTHTE OT HPWIOKEHHETO Ha TEIIMHCAPTaH, PAMHNPWI U KOMOUHALUATA OT TEIMHCAPTAH
M PAMHIIPHN BEPXY PE3YJITATHTE [0 OTHOLUEHHE Ha CHPACYHO-ChAOBATA CHCTEMA, NpH 25 620
NalMeHTH HA BB3PacT = 55 roAMHM, C aHAMHE3a 32 KOPOHApHA apTepyalia 00JecT, MO3BbYEH HHCYIIT,
NPEXOAHO HaPYILlIeHHEe HA MO3bYHOTO KpbBOOOpallieHHE, YBpEXAaHe Ha nepudepHH apTepUH Wil
3axapeH AuabeT THN 2, CHITBTCTBAH ¢ JaHHH 332 YBPEXKIaHE HA NPULICTHUTE OpraHH (KaTo
PETHHOMNATHA, JIEBOKAMEPHA XMNEPTPOUA, MAKPO- HIH MUKPOAIOYMHHYPHA ), KOMTO Ca MOMyNalus C
PHMCK OT HACTBNBAHE HA CHPACYHO-ChAOBH HHLIUIOCHTH.

[TaupeHTHTE Ca paHAOMH3IHPAHHM B €HA OT CJICAHHTE TPM I'PYIH 3a NeyeHue: TeiMycaprad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) unu komOuHaumsa ot renmucaprad 80 mg u pamunpun 10 mg
(n=8 502), nocneaBaHo OT NpOCNeNiBaHe ChC CpeHA MPOIBIIKHTEIHOCT OT 4,5 IO AUHH.

Tenmucapran noka3sga cXo4eH eexr ¢ paMHIIPU 10 OTHOWEHUE HAMAJNIABAHE HA IbPBHYHATA
ChCTaBHa KpailiHa Touka OT CHpASYHO-ChA0BA CMBPT, HedaTaneH HHPAPKT H2 MHOKapAa, HedaTaneH
MO3BbY€H MHCYJIT WIH XOCIUTATW3ALMS NOpay 3aCTONHA ChpACYHA HEJOCTATHYHOCT. YecToTaTa Ha
MbPBHMHATA KpaiHA TO4YKa € CXOAHA B rpynure Ha TeaMucaprad (16,7%) u pamunpun (16,5%).
KoeduumeHTsT Ha pUCK NpH TenMucapTaH cnpaMo pamunpui e 1,01 (97,5% CI1 0,93 -1,10; p (ue no-
manka edukacHoct) = 0,0019 npu mapxk or 1,13). [IpoueHTsT Ha CIIy4YauTe Ha CMBPT MO BCAKR
NpyH4HHa € choTBeTHO 11,6% K 11,8% npu nauueHTHTE, 1€KYBaHH C TEJIMHCAPTAH H PAMMIIPHIL.

YcTraHoBEHO €, 4e epeKTHBHOCTTA Ha TEJIMHCAPTAH € CX0J1HA C Ta3W Ha paMMIIPUI NIPH NPEABAPHTEIIHO
onpejencHaTa BTOpUYHA KpaifHa 11en OT ChbpAe4HO-ChAORA CMBPT, HE(aTaneH HHPAPKT HA M

Evaluation Study), koero uscneasa edekra Ha paMUNpHIL cIpAMO [L1a1ebo.

B npoyusaHero TRANSCEND ca pangoMnsspany nauueHTH ¢ HEMMOHOCHMOCT KbM
MHXUOUTOPU, HO HHAYE CHC CXOAHH KPUTEPHH 32 BKIIOUYBAHE KAKTO B MPOYYBAHETO
rpyna, npueMaina tenmucaprad 80 mg (n=2 954) unu nnauedo (n=2 972), xato u apa

“P,g;nyu&cg"%‘fé{'
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IpyNarar 8 AONbJAHEHHE KbM CTAHAAPTHOTO JieyeHue. CpelHaTra NpOABDKHTEIHOCT Ha MPOCieAIBaHEe
e 4 roguuH ¥ 8 mecena. He ce ycTaHOBABA CTATUCTHYECKH 3HAUMMa Pa3IHKa B YECTOTAaTa Ha
MbPBHYHATA ChCTABHA KpalHa 1ien (ChbpAe4HO-ChIO0Ra CMBPT, HEQATAIEH HH(APKT Ha MHOKap/a,
He(daTaieH MO3bYEH HHCYJIT WM XOCIUTANN3ALHA NOPaaH 3aCTOHA ChpAcYHA HEAOCTATHYHOCT)
[15,7% B rpynara Ha Tenmucaptas ¥ 17,0% B rpynara Ha iaue6o, ¢ koepuumeHT Ha puck 0,92 (95 %
CI 0,81 —1,05; p = 0,22)]. ima nannm 3a nonszaTa OT TENMHUCAPTaH B CpaBHEHHE ¢ IU1auedo no
OTHOLLIEHHE Ha NpeABapUTEIHO OllpeAe/eHaTa BTOPH4YHA ChCTABHA KpaHHAa TOUKa OT ChpAEYHO-CHAOBA
CMBPT, HedaTaneH HHGAPKT HA MHOKapaa H HedaTraneH Mo3bueH HHeynT [0,87 (95% CI1 0,76 —1,00;
p=0,048). Hama naHHu 32 10133 N0 OTHOLLIEHHUE Ha HAMAIABAHE HA ChPACYHO-CHA0BATA CMBPTHOCT
(xoeduument Ha puck 1,03, 95% CI 0,85 -1,24).

Kaninnna 1 aHruoeaeM ce cbo011aBaT no-pAaKo NpH NalMeHTH, JEKYBaHH C TeIMMCApTaH, OTKOJIKOTO
npy NalMeHTH, JIEKYBaHM C PAMUIPUI, AOKATO OPH TEpanKs C TEIMHCApPTaH NO-YECTO C€ ChoOIaBa 3a
Cy4au HA XMIIOTOHMA.

KomOuHHpaHeTO Ha TEIMUCAPTAH C pAMMIIPW HE 1aBa AOMbJIHHTEIHE M0J3a CIPAMO
CaMOCTONTEJIHATA TepAllud C PAMHUIIPU] WIH TeIMHCapTaH. ChpAeYHO-ChA0BATa CMBPTHOCT U
CMBPTHOCTTA 10 BCAKA MIPUMUHA, KATO YHCJIEHO M3PaXKEHHE, Ca N0-BUCOKH NPH KOMOHHHPAHOTO
neuyenue. OcBeH TOBa, MMa 3HAYMMO MO-BUCOKA YECTOTA HA XMnepkannemus, Ob0peuna
HEeIOCTATHLYHOCT, XHIIOTOHUS M CMHKOI B PAMOTO C MallMeHTH Ha KomMOuHUpaHo neyenue. [lopagu
Ta3u NpU4KMHA, eJHOBpEMeHHaTa yroTpeda Ha TeIMHUCapTaH M PAMHIIPHII HE C€ NIPEnopbUBa NPH Tas3u

MOMy LM,

B npoyusanero “[IpodunakriuyeH pexxum 3a e(peKTHBHO NPEANa3BaHE OT IOBTOPEH MO3BbYEH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nauvenTn Ha 50
roAHHH HIH NO-Bb3PACTHH, KOHTO HACKOPO Ca NOJYYWIN MO3B4Y€H HHCYNT ce 3a0en138a NOBUILICHA
YeCTOTAa HA B3HMKBAHE HA CENCHC NPH TE/IMKUCAPTaH B cpaBHeHMe C uiauebo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % nosepurenen untepsan 1,00 — 2,06)]; yecrorara Ha BL3HUKBaHE Ha CelicUC ¢ (aTajieH
M3XO/l € MOBULIEHA NP NMauKeHTHTe, npueMawiy tenMucaprad (0,33 %) copsamMo naleHTUTE Ha
mnauebo (0,16 %) [RR 2,07 (95 % nosepurencH untepsan 1,14 — 3,76)]. Habmoaasasara noBuena
4EeCTOTAa HA Bb3HHKBAHE Ha CEINCHUC, CBbP3aHa ¢ ynoTpebara Ha TeIMUCAPTAH MOXE Aa € CAy4aiHo
OTKPHTA WIH 14 € CBhP3aHa ¢ MEXAHH3BM, KOHTO € HEeMO3HaT 32 MOMEHTA.

JlBe roneMn panaoMuznpasm Konrponupaiu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Tnal - Texymo rnobanno usnurease 3a
KpaiHU TOYKH Ha TeJIMUCApPTaH, CAMOCTOATENHO U B KoOMOHHauusa ¢ pamunpwin) ¥ VA NEPHRON-D

(KnuHuvHO npoyysaHe CBHP3aHO C pa3BMTHE HA HedponaTH Npu AHadeT, NPOBEAEHO OT
MHHHCTEpPCTBO MO BBIPOCUTE HA BETEPAHHTE) — NpOy4yBaT ynorpedara Ha komb6uHauuaTa ot ACE
MHXHOUTOP M aHrnoTeH3rH lI-peuerrropeH dnokep.

ONTARGET e npoyuBane, IpoBEeAEHO MPH NALMECHTH C aHAMHE3A 33 ChPACYHO-CHA0BA WIH
MO3bYHOCBAOBA 00NECT, WK 3axapeH auabeT THN 2, NPUAPYXKEHHU C AaHHM 32 YBPEXIaHE Ha
edexkTopHU opradi. Buxre cemo nndopmanuara ozarnaeeHa “ [Ipogunakruka Ha cbpaeYHO-CHAOBH
MHLIMACHTH .

VA NEPHRON-D e npoy4Base npH nauHeHTH ¢bC 3axapeH AuadeT Tun 2 u auaberHa HegponaThs,
Te3u npoyuBaHHA He NOKa3BaT 3Ha4YMM GnaronpuareH eeKT BbpXy 00peuHHATE WW/HiIN ChpAEHHO-
ChAOBHTE MOCAECAMIM U CMBPTHOCT, KATO ChLUEBPEMEHHO ¢a HAONIOAABAHM MOBHILEH PUCK OT
XHIEPKATHEMHS, OCTPO YBpexXaaHe Ha OpOpenuTe W/HWIH XHIIOTOHHSA B CPABHECHHUE C MOHOTEPANHATA.
Karo ce umMaT npeasu CXOOHUTE UM papMakOAHHAMHYHH CBOHCTBA, TE3H PE3Y/ITATH Ca NPHUIOXKHMH
1 3a Apyrd ACE uHxuburopu u anrnoteHsud Il-peuernropau Gnokepw.

ACE unxuburopu u aHruorensut lI-penentopHu 6nokepH cnegoBaTe/no He TpadBa Az
e JHOBPEMEHHO IIPH NaLUEHTH ¢ AuabeTHa HegponaTus.
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ALTITUDE (KnuHH4HO NpOYy4YBaHE NPOBEACHO ¢ AMIMCKHPEH TMPH NMALHEHTH CHC 3aK é :
2 ¢ M3N0ON3BaHE HA CHPACHHO-CHAOBH M OBOpeunn 3adongaBanug KaTo KpaifHu TOU ‘ a1
npeaHa3HAYEHO Ja W3C/eBa 013aTa OT A00aBAHETO HA ANMCKUPEH KbM CTaHZapTHASPaN)
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MHXHOKMTOP WK aHrHoTeH3uH [I-peuenropen Gnokep NpH NauHeHTH Che 3axaped AHaber THN 2 ¥
XpOHMYHO OBOpeuHo 3abo/MBane, chpaeYHO-ChAOBO 3abonssade wiH u Asete. [IpoyusaHero e
NpeKpPareHo NpeXACBPEMEHHO NMOpaay NOBUIIEH PUCK OT HeOnaronpusTHH nocneAuuH. Kaxro
CHPACYHO-CHJ0BATA CMBPT, TAKA U UHCYJITHT €A NO-YECT B rpynaTa Ha aTHCKUPEH, OTKOJIKOTO B
rpynara Ha rianebo, a NpeACTaRNABALATE UHTEPEC HEXENaHH ChbOUTHS ¥ CEPUO3HH HEXENAHK
cpOMTHS (XHNEpKanHeMHua, XUIMOTOHHUR H 0B0peusa qucdyHK1Md) ce cLOOABAT NO-YECTO B rpynara
Ha aJIKCKHPEH, OTKONKOTO B rpynara Ha mauebo.

EnmuneMHoI0rHUHHTE NPOYYBAHHA [TOKA3BAT, Y€ AbJACOCPOYHOTO JICYEHHE C XHAPOXJIOPOTHA3UL
HaMaJIsiBa PHCKA OT ChpAECYHO-CBhAOBA 3a001€BacMOCT U OT CMBPTHOCT B PE3yATAT HA ChPIACYHO-
ChA0BH DONECTH.

K®»M MoMeHTa edeKTHTe Ha (PUKCUPAHATA 1030Ba KOMOMHALMA HA TEIMUCAPTaH/ XHAPOXJIOPOTHA3H
BLPXY CMBPTHOCTTA H CHPACYHO-ChAOBATA 3a001€BACMOCT HE Ca H3BECTHM.

HemenasnoMeH pak Ha KOXaTa

Bb3 0CHOBA Ha HAJIMYHHUTE JAHHH OT €NUAESMHONOHYHH NpoyuBaHxg € HabmoaaBaHa 3aBUCUMA OT
KyMyJIATHBHATA 4032 Bpb3ka Mexay XX T3 u HMPK. Eano npoyusade BIIOYBa [IOIMy1aluA,
ceerogma ce ot 71 533 cayuau Ha BKK u 8 629 cnyyau Ha CKK, » nonmynauus ot csotBeTHO | 430
833 u 172 462 noaxoasiy koHTpoau. Bucokara ynorpeda Ha XXT3 (xymynatusao 250 000 mg) e
cBBp3aHa ¢ kopurdpan OR 1,29 (95% OU: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68- 4,31) 3a CKK.
HabnronaBaHa € fcHa Bpb3Ka KyMyJaTHBHA 403a-0TroBop KakTo 3a bKK, Taka v 3a CKK. [lpyro
nNpoy4BaHe MOKa3Ba BhIMOXHA Bpbika MexAy paka Ha ycTHHTe (CKK) u excnosnmsara na XXT13 3a
633 ciayuau Ha paK Ha ycTHUTE € noaOpaHa nomynauus ot 63 067 moaxoaqiH KOHTPOIH, KaToO Ce
M3MIOJI3BA CTPATErus 3a B3eMaHe Ha npoOu, onpeneneHa OT pucka. JleMOHCTpUpaHa € BpB3Ka
KYMYJIaTHBHA 103a-0Troop ¢ kopurupald OR 2,1 (95% AOU: 1,7-2,6), Hapacteain g0 OR 3,9 (3,0-4,9)
3a BUcoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a naii-BucokaTa kyMynarusHa n103a (~ 100
000 mg) (Bx. cBILO TOUKA 4.4).

[lenqnaTpHyHa NOMyaLKs
EBponeiickaTa areHLMa N0 JeKkapcTBaTa 0cBOOO0KIaBa OT 3aAb/DKEHHETO 33 NPEJOCTABAHE HA

pe3yaTaTuTe OT npoyuBaHusaTa ¢ Ko-TencapT BbB BCUUKHU MOATPYINM HA EJUATPUYHATA [TOMYJIaLHA
Npy XUIEPTOHHUA (BXK. TOUKA 4.2 3a MHPOpMALKMa OTHOCHO ynoTpeda B IeJUATPUATA).

5.2 @apMaKOKHHETHYHH CBOHCTBA

ERHOBpeMEHHOTO NPHIOKEHHE HA XHAPOXJIOPOTHA3U/ U TEJIMMCAPTAH IPH 3/paBy CyOEeKTH He
npoMeHs hapMaKOKMHETHKATa HA HUTO €HO OT BELUECTBATA.

Abcopbuus
TenMucapran: [1MKOBHUTE KOHLEHTPALMM HA TEJIMUCAPTAH Ce MOCTUraT B pamkure Ha 0,5 — 1,5 yaca

ciael nepopajieH npuem. A6comoTHaTa OMOHAMUYHOCT Ha TenMucaptTad B 4034 40 mg u 160 mg e
cbOTBETHO 42% K 58%. XpaHarta neko cHwkapa OMOHANTMYHOCTTA HA TEIMHCAPTAaH KaTO PEeAyKUHATA
Ha o0nacTTa noj KpMBara razMeHa koHuenTpauua-speMe (AUC) Ha TenMucapTaH € oT okono 6%
np4 40 mg go3a n okono 19% npu 160 mg no3a. Tpu yaca cnel NpHIIOKEHHE [UIa3MEHHTE
KOHKLIEHTpALMH ca noAo0OHH, HE3aBUCHMO AANH TEJIMHCAPTAH € MPHIOKEH Ha IMaaHo Wi ¢ XpaHa. He
ce oyaksa cnabara peayxkuua B AUC na npeauzBHKa peAyKUus B TEpaneBTHYHATA €PUKACHOCT.
TenMucapTaH He KyMyJaMpa 3HAYMTE/IHO B IU1a3MaTa IIPU OBTOPHO NPWIOKEHHUE,

Xunpoxnoporuasu: IIuxoBuTe KOHUEHTPALKM HA XMAPOXJIOPOTHAZH] C€ NTOCTHIAT B PAMKUTE Ha
npubnusuTento 1,0 — 3,0 vaca cnea nepopaneH npveM Ha puUuKcHpaHaTa 1030Ba KOMOMHa
AOcomoTHaTa OMOHANIHYHOCT, 0a3upaHa Ha KYMYJIaTUBHATA PEHAJIHA EKCKpeLUa Ha
XHAPOXJIOPOTHA3UA, € 0KOII0 60%.

Pasnpenenexue
TenMucapTaH ce CBBLP3Ba B [OJIAMA CTENEH C [U1asMeHuTe npoteudu (99,5 %), rnassy
anda 1 xucen rmokonporeHH. CpeAHUAT NPHBHICH 00E€M Ha pa3sNpEcCHUE € OKOJIO
XuapoxnopoTnasuj ce cBbp3Ba B 68% ¢ a3zMeHHUTE NPOTEHHH H NPHBUAHHUAT My 00e
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pasnpenenenue € 0,83 — 1,14 Lkg.

Buotpancgopmauus

TenMucapraH ce MeTabonH3Mpa upe3 KOHIoraluua KaTto obpasyBa (apMaKoJOrM4HO HEaKTUBEH
alIWITIOKOPYHHA. | IOKypOHMBT HA OCHOBHOTO BELLECTBO € €AMHCTBEHUAT MeTabonwur,
uaeHTHOHIMpPaH Npu 4oBeka. Cren eAHOKpaTHA A03a Gens3ad ¢ pagMoakTuseH Bbraepor 4C
TeJIMUCAPTaH MNIIOKYPOHHALT NpeacTasnssa npyubnusurento 11% ot usmepeHaTa paaHOaKTHBHOCT B
rnasmara. Msoensumure Ha uutoxpoM P450 Hamar yyactue B MeTabonu3mMa Ha TEIIMHCApTaH.

Xuapoxnoporua3na He ce MeTabonu3upa npy xopa.

EnuMUHHpaHe
Tenmucapran: KakTo cien HHTpaBeHO3HO, TAKA H C/IEA NepOpaIHO npuiokenue Ha 1*C Genazan

TeJIMHCAPTaH, MO-roasMara 4acT OT npyetara go3a (>97%) ce enumMHHMpa ¢ U3NPAKHEHUATA YpPE3
OunnapHa ekckpeuyd. B ypuHara ce OTKpUBAT CaMO HE3HAYUTEIHM KOJIHYECTBA. TOTANHHA [U1a3MEH
KIHPBHC Ha TEJIMHCAPTaH ciies nepopanHo npunoxerue € >1 500 ml/min. TepMuHanHusaT nonyxusor

HAa eNUMHHUpaHe e [nosedye ot 20 yaca.

XUApoOXJIOPOTHA3K] CE EKCKPETHPpa H3LUI0 HenpoMeHeH ¢ ypuHata. Okono 60% ot nepopannara no3a
ce eJIMMHHMpA HenpoMeHeHa A0 48 yaca. beOpeynuar knupbHe e okono 250 — 300 ml/min.

TepMuHaaIHHAT enuMuHaMOHEH nonyxueoT e 10 — 15 yaca.

Jlune HiHOCT/HEMUHEHHOCT

Tenmucapral: apMakOKHHETHKATA HA IEPOPAJIHO MPHIOKEHUA TenMuUcapTaH ¢ A034 20 — 160 mg e
HenuHelHa, xaro ce Habmogasa HENMPONOPLUMOHAIHO MOBHIUABAHE HA MNA3MCHHTE KOHUCHTPALHH
(Cmax 1 AUC) ¢ nosHiIaBaHe Ha 103aTa.

XHApOXNOpOTHA3KA [T0KA3BA JIMHECHHA papMaKOKHHETHKA.

Dapmakoxuremuxa npu cneyuuynu nonyaiayuu

Crapyecka BB3pacT
@apMaKOKHHETHKATA HA TEIMHCAPTAH HE Ce pa3iHuaBa MEXIY MOo-MJIand 4 NalUEeHTH Ha BB3PACT Haj

65 rogHHu.

Ilon

[py >keHn na3MeHUTE KOHLCHTPALIMHA Ha TEIMUCAPTaH O0UYaiHO ca 2 —3 bTH NO-BUCOKH,
OTKOJIKOTO [IpM MbXKe. B KIIMHHYHMTE npoyyBaHHs, 00a4e, MpH XKEHU He ce HabmoaaBaT 3Ha4YHMO
YBEAHYECH OTrOBOP Ha KPBBHOTO HAJAraHe Wi Y€CTOTATa Ha OPTOCTATHYHA XHNOTOHKWA. He ce Hanara
npenM3upase Ha Ao3aTa. [Ipu keHu MMa TEHIEHLMSA KbM MO-BHCOKH IUIA3MEHH HHBA HA
XHAPOXJIOPOTHA3M, OTKOJIKOTO Mpu Mbxe. Topa obaye HiaMa KIHHHYHA 3HAYHMOCT.

bubpeunHo yepexnaHe
brbpeunara ekckpenua He JONPHHACA 33 KIIHPbHCA HA TeAMHUcapTad. Cnopea OrpaHHYEHHA ONMUT MpH

NaLMEHTH € JIEKO A0 CPEAHO H Texko OBOpeuHo yBpexaane (KpeaTHHHHOB KnHpbHC 30 — 60 ml/min,
cpeaHo okono 50 ml/min), He ce Hanara KOpUrHpaHe Ha A0O3aTa NPH NaLMEHTH ¢ HaManeHa 6b6peyHa
¢yskuma. Tenmucapran He MOXke Ja Ob4¢e oTAceH NpY XeMoauanu3a. [Ipn nauMeHTH ¢ HapyLIEHH
O1pOpeunn PyHKIMHU CTENEHTA Ha eTMMMHKPaHe Ha XUAPOXJIOpOTHA3U] € peayuupaHa. B egHo
THNMYHO NPOY4YBaHe, BKIMOYBALLO NALMEHTH CbC CPEAECH KPEATUHMHOB KIHPBHC 90 ml/min,
MOMY>»HBOTA HAa €IMMHHUpaHE Ha XHAPOXIOpPOTHA3U] ce yBenHyapa. [lpy pyHKIHOHANHO aHedpUUHM
AALMEHTH €JTHMHUHALMOHHUA NOTYKMBOT € 0K0No 34 vaca.

YepHoapoOHO yBEpexaaHe
(DapMaKOKHHETUMHHUTE [IPOYYBaHHA MPH MAlHEHTH ¢ YepHOAPOOHO yBpexKIaHe nokas o
Ha abcomoTHaTta 6uoHanHuHoCT A0 OkoN0 100%. [Ipu nauueHTH ¢ YepHOAPOOHO YBRFA
EIMMHHALIMOHHMAT NOJYKHBOT HE € ITPOMEHEH.

5.3 IlpeaxnAEEvHA JaHHH 3a fe30macHOCT
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He ca nposeneHH AOITHJIHATENHH NPOYYBaHUs ¢ KoMOuHaLuMa ¢ puxcupanH no3u 80 mg/25 mg.

B npeaknMHHUYHA NPOY4YBaHus 3a 6€30MacHOCT C eJHOBPEMEHHO NPHIICKEHHE HA TCIMHCAPTAH H
XMAPOXJI0POTUA3U, MPH HOPMOTEH3HBHH IUTBXOBE M KyueTa, 1034, CPABHUMH € TE3H B KIHHUYHUA
TepanesTH4Yed AUANa3OH HE MPEIU3BUKBAT e(hexTH, pasIH4HH OT Hab/IoAaBaHUTE [pU
CaMOCTOSTEIHOTO NPUIIOKEHHE Ha ABeTe BeulecTa. Habnioaasanure TOKCHKONOrHYHHA NPOMEHHU
HAMAT OTHOLOEHME KbM M3IMON3BAHETO 32 TEPAlleBTHYHH LENH NPH YOBEKA.

ToKCHKOIOrHYHKUTE HAXOAKH, A0Ope NO3HATU OT NPEAKIMHHYHUTE NMPOYYBaHUA HA UHXUOUTOPH Ha
aHCHOTEH3HH KOHBEPTHPALIHA €H3HM M aHTArOHMCTH Ha aHrkoreHs3uH Il peuenropurte ca: HaMansBaHe

Ha NMapaMeTPHTE HA YEPBEHHUTE KPBBHH KI1E€TKH {EPHTPOLMTH, XEMOrMOOHH, XEMAaTOKPHT), MPOMEHH B
O0bOpeunaTa xeMOAMHAMHUKA (NOBUIISHO HUBO Ha a30T B KPbBTA H KpEaTHHUH ), NOBHIUEHA AKTHBHOCT
Ha IUTa3MEHHS PEHHMH, XUNEPTPO(PHA/ XHUnepIu1a3ud Ha KOKCTArJIOMEPYJIapHHMTE KINE€TKH H YBPEXIaHE Ha
CTOMAIHATA Jiurapuua. CToMalHuTe e3uy Morar aa ObaaT npeaoTBpaTeHW/ OrpaHHYEeHH Ypes
nepopanHo nobapaHe Ha PH3HOJIOrMNEH Pa3TROP M IPyNOBH XKUIHLIA 33 )XKUBOTHHTE. IIpn Ky4vera ca
Habmoaasann OpOpeuna TyGynapsaa nunaranua u arpodus. Cyura ce, He Te3U HAXOAKH CE Ib/DKAT Ha
¢rapMaKoIOrHYHATA AKTUBHOCT HA TE/IMUCAPTAaH.

Hama SCHM JaHHH 33 TEPAaTOr¢HEH €QEKT, BENPEKH TOBA NPHY TOKCHMHM 1030BU HHBA HA TENMHCAPTAH
e HabmoaaBaH e(eKT BbpXy NOCTHATAJIHOTO Pa3BHTHE Ha MOTOMCTBOTO, KATO MO-HUCKO TEJIECHO
TErNo H 3a6aBeHO OTBapAHE HA OMMTE.

Hsama nokasarencTsa 3a MyTAréHHOCT 4 CHOTBETHA KNACTONCHHAa AKTUMBHOCT Ha TENIMUCApPTaH MpH
M3MKUTBAHUA in Vilro U KapUMHONE¢HHOCT NPH ILUTEX0BE U MUILLKHU. [IpoyuBaHusaTa ¢ XUAPOXIOPOTHAZH/L
NAaBAT HECUT'YPHHU AAHHH 38 FT€HOTOKCHYHOCT WM KAPLMHOrEeHHH eDEKTH NPH HAKOU
EKCIIEPUMEHTANIHU MOZeNIH. Bbnpeku TOBa, HATPYNAHKA ONMMT OT U3IION3BAHETO HA
XHJIPOXJIOPOTHA3N/ [TPH HOBEKA HE JaBa JOKA3aTe/ICTBA 3a BPB3KA MKy ynorpedara My U NOBHUINECHA
YECTOTA HA HEOMIA3MMTE.

3a $eTOTOKCHYKHUS NOTEHUMAN HA KOMOMHALMATA TEIMUCAPTAH/ XHAPOXJIOPOTHA3K BX. TOUKA 4.6.

6. ©OAPMAIIEBTHYHH JAHHHA

6.1 CoHcBK HA NOMOLIHHATE BEINECTBA

JlakT033 MOHOXMAPAT
Manuron

HarpueB xuapokcun
Mernmymus

ITorugoH K-25

Harpues creapun @ymapar
Marne3ueB cTeapar

Kbat xene3zeH okcua (E172)
6.2 HecurBMecTEMOCTH
He e npuioxxumo.

6.3 Cpox pa rogmoct

3 roguHH.

6.4 CpenuaJHH YCJIOBHSI HA ChXpaHeHHE

,uﬂ CC CpXpaHsiBa Ha MACTO, HCAOCTDBIIHO 34 ACLiA.
I[ﬂ CE€ CpXpPaHiBa B OPHIMHA/IHATA OIIAKOBK4, 34 Ja CC NPEAIIa3Ba OT BJ1ara.
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He u3ucKBa crieliHaIHH YCIOBUS HA ChXpaHEHHE.
6.5 Baja B chabpxatHe HE ONAKOBKATA

Ko-Tencapr 80 mg/ 25 mg Tabnerku ca onakopaHd B AI/Al bnucTepu nocraBeHn B KapTOHEHH
onaxoBkH. Beska kapToHeHa onakoBka ceabspxa 14, 28 unu 30 Tabnerky.

He BcHukH BHIOBE ONMAaKOBKHM Morar Aa Obaar ImycHaTd B npogaxbda.

6.6 Cuonenmanas npeAna3HHE MEPKH NPH H3XBLPJSHE B paboTa

Ko-Tencapr Tpa6Ba aa ce cbxpaHaBa B 3an€4aTaHUTEe OIUCTEPH, NOpPaAH XMIPOCKOIIMYHHUTE CBOHCTBA
Ha Tabnerkure. TabneTkure TpAOBa na ce M3BaXaaT OT ONUCTEpa, HEMOCPEACTBEHO NIpeaH ynorpeba.
[Mousixora BHEHINHKA c/IOH HAa OaMCcTEpa MOXKE Aa ce OTAEIH OT BHTPEIHMA CI0H. B Te3M cayuad He €
HeoOX0aHUMO 11a ce npeAnpHUEMaT HAKAKBU AcHCTBUS.

HaMa cnieuuainy H3HCKBAHHUA 3a H3XBbLpIdHE.

7. IPATEXATEJ HA PAZPENIEHHMETO 3A YIIOTPEBA

“Uatikadapma Bucokokauectpenure Jlekapcrea” Al

Oya. ,.,I".M. Humurpos”Ne 1, rp. Codua 1172, bearapus

Ten.: 02/ 962 54 54

dakc: 02/ 960 37 03

umeiin: info@tchaikapharma.com

8. HOMEP(A) HA PAZPEHNIEHHUETO 3A YIIOTPEBA
PeructpaumoneH Neo: 20150088

9. JATA HA ITBPBO PA3ZPEIIABAHE/MIOJHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEDA

Hara Ha repBO pasperuasaHe 3a ynorpebda: 24.03.2015
JlaTa Ha NOAHOBABAHE Ha pa3pelieHHeTo 3a ynorpeda: 06.01.2020

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

SAuyapu, 2025
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