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1. UME HA JIEKAPCTBEHHA ITPOJAYKT

Teamucapran /Xuapoxnopotuazua CTAJIA 40 mg/12,5 mg tabnerku
Telmisartan/ Hydrochlorothiazide STADA 40 mg/12,5 mg tablets

Tenmucapran /Xuapoxnoporrazua CTAJIA 80 mg/12,5 mg tabnetku
Telmisartan/ Hydrochlorothiazide STADA 80 mg/12,5 mg tablets

2. KAYECTBEH U KOJIMYUECTBEH CbCTAB

Bcesika Tabnerka chabpika 40 mg tenMucapta (telmisartan) u 12,5 mg XHApOXI0pOTHAZH]L
(hydrochlorothiazide).
Bceska Tabnerka chabprka 80 mg TenMucapTaH (telmisartan) u 12,5 mg XHaApOXI0pOTHA3HI
(hydrochlorothiazide).

[ToMOLIHH BeLIeCTBa ¢ U3BECTHO JIEHCTBHE:

Bcesaka Tabnetka chabpia 0,441 mg HATPHiA.

Beska Tabnerka chabpika 0,882 mg HaTpui.

3a MbAHHMA CNUCHK HA MOMOLLHUTE BELIECTBA, BHIKTE ToukKa 6.1.

3. JEKAPCTBEHA ®OPMA

TaGnetku.
Tenmucapran / Xuapoxnopotuasua CTAJIA 40 mg/12,5 mg tabnerku ca Genn 10 NOYTH benu, ¢
pasmepH 6,55 x 13,6 mm oBanHM ABOHHOM3MbKHANK TaGneTkyu ¢ MapkHpoBka “TH” or enHara cTpaHa.

Tenmucapran / Xuapoxnopotuasua CTAJZIA 80 mg /12,5 mg TabneTku ca Genn A0 MOUTH Genu, ¢
pasmepu 9,0 x 17,0 mm Tabnetku ¢ Gopma Ha Kancyna, ¢ mapkuposka “TH 12,57 oT ABeTE CTpaHH.

4, KIMHUYHHA JAHHHA
4.1 TepaneBTHYHH MOKA3AHHS

JleueHue Ha eCEHLIHAIIHA XHITEPTOHHA.

KomGuHupaHuaT nekapcTeeH npoaykt Tenmucapran / Xuapoxnoporuasua CTAJIA e ¢ ¢uxcupaHu
no3u (40 mg tenmucapTat /12,5 mg XxuapoxnopoTHasHi) U € [0Ka3aH 3a JISYEHHE Ha BB3PACTHH, HHETO
KPBBHO HaNAraHe He € ONTHMATHO KOHTPOJIHPaHO ¢aMo € TeMHCAaPTaH.

KomGuuupanusT nekapcteeH npoaykt Tenmucapran / Xuapoxmoporuasun CTAJIA e ¢ duKkcupaH1
no3u (80 mg tenmucapTat /12,5 mg XuAPOXAOPOTHA3HA) H € 1I0Ka3aH 3a JICHEHHE HA BB3PACTHH, YHETO
KPBBHO HA/SraHe He € ONTUMATHO KOHTPOJIMPAHO CaMO C TEIMHCapTaH.

4.2 Io3upoBKa H HAYHH HA NPHJIOKEHHE

JlozupoBka s



Tenmucaptan / Xuapoxnopotrasug CTAJIA ce npuema OT NauMEHTH, YHETO KPBBHO HANATAHE HE €
ONTHMAIHO KOHTPOJHpaHo OpH MpHeM c¢amMo Ha TeaMucapTan. [lpeau na ce mpeMHHe KBM TO3H
KOMOHHHPAH IeKapeTBeH MPOAYKT ¢ PHKCHpaHH 103K € He0OXOAMMO NOOTAENHO /2 C€ THTPHPAT J103HTe
Ha BCCKH OT ABAaTa KOMITOHEHTA. an NOAXOOAIIA KNHHHYHY MOKa3aHUA MOXKE MUPCKTHO Ja CC npeMuHe
OT MOHOTEPANHATA KbM NpHEM Ha KOMOUHHpaHUA NEKApPCTBEH MPOAYKT.,

Tenmucapran / Xuapoxnoporuasua Crana 40 mg/12.5 mg
¢ Tenmucapran /XuppoxnopotHazun CTAJA 40 mg/12,5 mg Moke fa ¢¢ NPUIIOKH SIHMH BT
JHEBHO MpH MAUHEHTH, YHETO KPBBHO HanAraHe He € ONTHMAMHO KOHTPOJIHpaHO TNpH

CaMOCTOATENHO TIPUNArafe Ha Teamucaprad 40 mg;

Tenmucaptan / Xuapoxnoporuazun Craga 80 me/12.5 mg

o Tenmucapran /Xuppoxnoporuazua CTAIA 80 mg/12,5 mg Moke Aa ¢ NPHIOKH eAHH ObT
AHEBHO TNPH MNALHEHTH, YHETO KPBHBHO HANAraHe HE € ONTHMANHO KOHTPOMHPaHO MpH
CaMOCTOATEIHO TIpUITarane Ha Tenmucaprad 8¢ mg.

CrnenHajnu monyaaun
Cmapuecka év3pacm
He e HeoOx0aUMO KOpHIHpaHe Ha 103aTa.

bvbpeyno yepexcdane
[IpenopsuBa ce NEPHOAMYHO TpocieasBane Ha OsOpeyuraTa ¢yHKUMA (BK. ToUKa 4.4).

Yepnonpotuo yepeiade

TIpy NaUHEHTH ¢ 1eKO 10 YMEPESHO 1epHOIPOGHO YBpeXKaHe RO3WPOBKATA He TpabBa fa HajBHINABA
Tenmucapran / Xuapoxnoporrasin CTAJA 40 mg/12,5mg seawsx auesro. Tenmucapran /
Xuapoxioporuasua CTAJIA He € MOKazaH 3a JleueHHe HA MALMEHTH C TEKKH “ePHOAPOOHH
napywesua. Tuasuaure TpaGea fa ce WINOA3BAT MpPEANasIHBO NPU MAUMEHTH C HApYLIEHH
gepHOoApoGHH dyHKIHN (BK. ToUKA 4.4).

[Teduampuuna nonyviayun
besonacHocTTa W edukacoctra Ha Tenmucaprad / Xunpoxnopotuasug CTAJIA nipu aelia # 1onomH
Ha Bh3pacT noa 18 roguan He e ycTaHoBeHA. JIMNCBAT AaHHH.

Hauun na npunodicenue
Tabnerkure Tenmucapran / XuapoxnoporHasua CTAJIA ca npegHasHaueHH 3a (EpPOpaIHO
NPHAOKEHHE BSIHEK THEBHO H TPAGBA Ja C& IIPHEMAT ¢ TEYHOCT, ¢ WK Ge3 xpaHa.

4.3 IIpoTHBONOKAZAHHA

¢  CBpPBXYYBCTBMTEHOCT KBM JISKAPCTREHOTO BELIECTEO HITH KM HAKOE OT MOMOIHHUTE
BELeCTBA, H30pOeHH B TOUKa 6.1;

e  CBPBXYYBCTBMTENTHOCT KbM MPOH3BOAHHTE Ha cyndosamMumrwre cyScTaHuMy (ThH kaTo
XHPOXJIOpPOTHAZHL € CYNPOHAMHAHO MPOH3BOAHO);
BTopo H TpeTo TpHMeceuHe Ha GpeMeHHOCTTa (Bk. ToukH 4.4 U 4.6);
XonecTaza H 06CTPYKTHBHY HAPYIICHHA Ha YTHYHHTE METHLIA;
Texko uepHOAPOOHO YBpEKAAHE;
Teskko 6sGpeuno yBpexiane (KpeaTHHHHOB KIHpEHE < 30 ml/min);
PedpakTepHa XHNOKATHEMHA, XHNEPKATLIHSMHSL.
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Eanobpemensoro npuioskenne Ha Tenmucapraw/Xuapoxnoporuasia CTAIA H alMCKHpeH €
MPOTMBONOKA3aHO NpH TALHEHTH ¢ Auaber WIH GBOpedHO yBpexaade (MHIGKC Ha NOMEpYy/HA
duntpams UCP < 60 ml/min/1.73 m?)(Bixcre roukn 4.5 1 5.1).

4.4 CuenHa/HH NpeAyUPeKICHHA H NPeINa3HA MEPKK NPH ynorpeba

BpementocT
He Tpa6pa fa ce 3amo4Ba MpHeM HA AHTHOTeH3WH 1l peuenTopHH AHTAPOHHMCTH MO BpeMe Ha

GpemeHHOCT. [TaumeHTKHTE, KOMTO IUIaHUpaT OPEMEHHOCT, TpAGBa Aa MPEMUHAT KBM alTepPHaTHBHO
AHTHXMMEPTEH3IWBHO NeYeHHe ¢ ycTaHOBeH npodmn na GesomacrocT mpu ynotpeba 1o Bpeme Ha
GpeMEHHOCT, OCBEH aKO Ce CUMTA, He € OT 0cofeHa BAXKHOCT Aa ¢ MPOIBIDKH JICYCHACTO ¢ AHPHOTEH3HH
Il peuenTopHi AHTArOHHCTH. AKO € AMACHOCTHIMpaHA GPEMEHHOCT, JICUCHHETO ¢ AHMHOTEH3HH H|
pelieNTOpHK AHTarOHHCTH TpAGBa HesabasHo Na Gble MPEYCTAHOBEHO M aKo € MOAXOAALIO Aa Obae
JAMOYHATO ANTEPHATHRHO NiedeHHe (Bxk. ToukH 4.3 u 4.6).

YepHonpoOHo yBpeskaane

Temmucapras / Xuapoxnoporuasul CTAJIA He TpaGea aa ce npuiara NpH NauHeHTH ¢ X0JI€CTasa, ©
JITBYHH OGCTPYKTHBHH HApYIIEHHS MK TeXKa YepHOAPOGHA MHCY(HUMeHIHS (BX. Tovka 4.3), Th
K&TO HO-TOMAMATA HacT OT TEAMUCAPTAH Ce enuMUuupa upes sxabukarta. [Ipu Te3u nauveHTH MoKe 1a
¢e OYaKBa HaMasleH YepHOAPoGeH KIHPBHC.

OcreH ToBa, Tenmucaptan / Xugpoxnopornazun CTAJIA TpaOra Aa ce npunara BHAUMATENHO [IPH
NALHENTH C HAPYLISHNA B MepHOAPoGHATa ByHKLMA WIH IPOTPecHpaiio yepHoapobHO sabonsasake, Thi
KaTo B Te3H cAyd4ad MAaiKM MPOMEHH BbB BOJAHO-ENEKTPONHTHHA OamaHc Morar za J0oBejatr Ao
yepHOIpobHa koMa., HaMa KTMHHYHE JaHHH 32 u3nonzeaHeTo Ha Teamucaprad / XunpoxnopoTuassi
CTAJIA npu nacyeHTH ¢ YepHOAPOOHH HAPYIICHHS.

PeHoBackynapHa XHIEpTOHHA
Korato narMeHTH cbe ¢TeHO3a Ha ABeTe Oh0peyuny apTepHH HITH CTEH032 Ha apTCpHATZ KbM SAMHHYCH

pyHxumonupar G0pek ca TPETHPAHH C JIEKAPCTBA, MOBJIMABALLM CHCTEMATa PDEHUH-AHTHOTEH3HH-
anloCTepOH CHILECTBYBA MOBHLIEH PHCK OT TeXKKA XHMOTOHHA M 6BOpetHa HelloCTaTBEYHOCT.

b1Opeuto yepexxaane u On6peuna TpaHcIaHTaUKs
Tenmucapran / Xunpoxnoporuazua CTAJIA He TpaGea aa ce Npiara NpH Oa0HEHTH C TEKKO

6BOpeuno yrpexnane (KpeaTHHUHOB KIHpbHC < 30 ml/min) (Bxk. Touka 4.3). HiMa A0CTaTbYHO JaHHH
no OTHOIICHHE Ha npunoxkenuero Ha Tenmucapran / Xuapoxnopornasua CTAIA nmpH nanweHTH,
npeTbpnens Hackopo OBOpeyHa TpaHCIUTaHTauWs. HanHue ¢ orpaHHYeH OMWT OT ynorpebara Ha
Tenmucapran / Xuapoxnopotuazua CTAIA MpH 0AUMEHTH ¢ NEKH N0 CPEAHO TeXKH ObOpeuHH
HapyIICHH, NOPAJIH KOETO CE MPenopbuBa NEePHOAHYHO NPOCTEAABaHE HA HHBATA HA KA}, KpeaTHHUH
M MHKOYHA KHCETHHA B cepyma. [IpW mauMeHTH ¢ HapymeHd 6b0pedHH QYHKUME MOXKE 1a C¢ NOABH
a30TeMHA, CBbP3aHA ¢ THASHIHUTE JAHYPETHLH.

BiTpechaora XHOOBOJEMHS
CUMNTOMATHYHA XHIOTOHHA, 0COBEHO CNejl (TBPBATA 033, MOJKE /12 ¢€ HabmoKaBa fIpy MAaLHEeHTH ¢

TEXBK HATPHER NepHUMT Ui HaManen ofeM Ha UMpKyIMpawaTa KPEB NPH MOILHA QY peTHHA
TepanHA, IHETa ¢ OrPAHHYEHO PHEMaHE Ha COJl, AnapHA WIH nospbluane. TakuBa cheToAHNA TpAGBa
@ 6baT KopUrHpaHH npen npunoxkenne Ha Tenmucapran / Xuapoxnopotuasua CTAZIA.

JIBoiiao 6okHpaHe Ha PEHHH-AHTHOTEH3IHH-aN/I0CTEPOHOBATA CHCTEMA (PAAC)

UMa pauum, 4Ye eIHoBpeMeHHata ymorpeGa Ha ACE uuxuburopH, anruoTeHsuwH Il-penentopH
OGNOKEPH HJIM ANHCKMpPEH NOBHILABA PHCKA OT XMNOTOHHA, XHIEPKATHEMHS H HaM e T~
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npenopkupa ABoiiHo GrokupaHe Ha PAAC upes xombuanpanara ynorpeGa na ACE MHXHGHTODH,
aHrHoTeH3MH [l-petentopHH 6A0KEpH WM aNMCKHPeH (BXK. TOUKH 4.5 H 5.1).

AKO ce TIpe1ieHH, Y€ Tepanuara ¢ ABoiiHO GokHpaHe e abcolMoTHO HeoOXxoauma, ToBa TpAOBA Ja CTaBa
camMo MOJ HaGMIOAEHUETo Ha CMELMANTUCT W MPU YeCTO BHHMATENHO MOHMTOpHpaHe Ha OnOpeunara
(G YHKIHA, EMeKTPONIMTHTE H KPLBHOTO HANACaHE.

ACE wuxubutopu v aHruorensun [l-penentophu 6nokep He Tpabea aa ce U3NON3BAT €AHOBPEMEHHO
MpH nauueHTH ¢ auaberHa HedponaTHA.

JpYCH CHCTOSHMA ChC CTHMYNALKS HA CHCTEMATA PEHHH-AHMHOTEH3HH-a/110CTEPOH

[Tpvt naunenTy, YMIATO BacKyaapeH ToHye 1 ObOpeuna QyHKIKA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ha
CHCTEMATA PeHHH-AHTHOTeH3HH-ANROCTEPOH (HAMPHMEp MALMEHTH C TEKKA 3aCToiHa ChpAeyHa
HEMOCTATHYHOCT HIIM Nopfexatio 6u6peqno 3a6onssane, BKIIOMHTEHO H CTeH03a Ha ObbpeuHara
aprepus), TEYeHHETO ¢ IeKapcTBEHH NPOXYKTH, KOMTO MOBIMABAT Ta3H CHCTeMa NpeiH3BHKBA OCTpa
XHTOTOHHA, XHIIEPA3OTEMHA, OTUTYPHA HITH PAAKO OcTpa GBOpedHa Hea0CTaThuHOCT (BK. Touka 4.8).

[TbpBUYeH XUNEePARIOCTEPOHHIBM

TMAUKEHTH ¢ MBPBHYCH XMNEPANAOCTEPOHHIBM MO MPHHLMI HAMA A3 peardpaTt Ha AHTHXHIIEPTEH3HBHH
NEXAPCTBEHH MPOLYKTH, AeHCTBAIUK Ype3 HHXHOHLHA Ha cHCTeMaTa peHHH-aHMMOTEH3HH.

Mopanu Tosa, ymotpe6ara Ha Tenmucapran / Xugpoxnopotnasun CTAJIA He ce npenopbuea.

CTeHo3a Ha A0pTHATA ¥ MUTPAHA K1ana, o§CTPYKTHRHA XHNEPTPODHYHA KAPAHOMHOMATHS
KakTo npy apyrure BasoqUAaTaTOPH, CTICHMANHO BHHMaHHE € HEOOX0IMMO NPH NALWeHTH, CTpajatiy
OT 40pTHA WIH MUTPAJIHA CTEHO3 WM 0GCTPYKTHBHA XHMIIEPTpo(HUHA KAPAHOMHOIATHA.

MeTaGonuTHY ¥ EHNOKPHHHH SPEKTH

JleueHHeTO ¢ THA3KWIM MOXE [1a HAPYILN FIFOKO3HUA TONEpaHe, MOpaay TOBA, IPH MAlMENTH ¢ axaber,
JeKYBaHH ¢ MHCYTHH HIIH aHTHANA0ETHY NIeKapCTBEHH NMPOAYKTH H TEPArid ¢ TENMHCAPTaH, MOXKe nia
HACTLIM XMOOIJIHKEMHA. 3aTOBa, TIPH TE€3H MaLHEeHTH TpA6BA 1a ¢€ 0OMHCIIH CHOTBETHO
npocieIABaHe HA KPBBHATA 3aXAp H MOXKE 13 C& HAl0XH KOPHTHpaHe Ha 03aTa Ha HHCYJIMHA WK
aHTHAMA0ETHHTE NEKAPCTBA, KOMATO € MoKa3aHo. 1o BpeMe Ha TEPANMMATA ¢ THAZHIH MOXE Aa C€
l'lpOlePI NATCHTEH 3aXapeH ):maﬁeT.

JIeueHHETO ¢ THA3HIHH JHYPETHLH <€ CBBpP3Ba ¢ MOBHINABAHE Ha HUBATA HA XONECTEPON K
TpHraHUepHau. Bee mak, mpu noza 12,5 mg THasHIeH AHYPETHK, ChABPHKAINA CE B Tenmucapran /
Xunpoxnoporuasux CTAJIA, Tesu edexr ca MUHUManHE MK nuncear. Tlpy HAKOHM NauWeHTH Ha
THA3UOHA TEpanHi MoXe Ja ce Pa3BHE XHIEPYPHKEMHA HITH pasrbpHaTa nojarpa.

Enekrponuren aucbananc
KakTo [pH BCHYKH NALHEHTH HA AMYPETHYHA TEPANUS € HEOBX0AMMO Ha ONpeeeHH WHTEpBAJIH Ja ce

MPOBEXIA MEPUOAMYHO MpOC/IEASBAHE HAa HHBATA HA CNEKTPONIMTHTS B cepyMa. Tuasunure,
BKTIOUMTENHO XWIAPOXJOPOTHA3MA, MoraT J[a [OBeJAT A0 BOAHO-ENEKTPONMTEH auchanaHC
(BISTIOUHTEITHO XMIOKANMEMH S, XHIIOHATPHEMUS U XHNIOXJIOPEMHIHA ankanosa). HauaiHHTe npH3HaLM
33 BOZHO-CJIEKTPONIHTEH IHCOANAHC ca: CyXOTAa B YCTATA, JKAX(A, ACTEHMA, CHEIWBOCT, 3aMaiiBaHe,
GE3MOKOMCTBO, GONKA B MYCKY/IUTE HITH MYCKY/THA KPAMITH, MYCKYITHa cnabocT, XHITOTOHHA, ONHTYPHSA,
TAXHKAPAMS M CTOMALIHO-UPEBHH CMYIUEHHS KATO rajieHe MM NOBpBIIaHe (BXK. ToYka 4.8).

- Xunoxanemus

Bbnipekn ue, npy ynotpebara Ha THA3HAHKA AHYPETHLH MOXE 1 CE PA3BAC XHMOKATHEMHA,
eHOBPEMEHHOTO JICHCHHE ¢ TENMHCAPTaH MOXKE 1A Pe/yLpa Mpeld3BHKAHATA OT AUYPETHIHTE
XHIOKAMHMEMHi. PHCKBT OT pa3BHTHE Ha XHIIOKANHEMHAS € MO-TOMAM MPpH NALHCHTH C HEPHC
LHPO3a, TIPH MalMeHTH Che 3aCHNCHA JHYPe3a, TIPH NaLHeHTH, KOWTO NoeMaT HealeKBaT ‘ﬁm%;
KOAMUECTBO €NEKTPONMTH MpPe3 YCTATa H NPH MALHEHTH, KOHTO ¢AHOBPEMEHHO e ne ’ W - J\\g‘ﬁ \

4

E ."p."' T
AN
S



KOPTMKOCTEPOHAH HIIH afpeHokopTHKoTponeH xopmoH (ACTH) (k. Toka 4.5).

- Xunepraavuemusn

B NpOTHBOMONOKHHUA CTy4ail MOXKE 11a C€ CTHTHE JO XUNEPKANMEMHS, b/UKALLA C& Ha AHTarOHH3MA
Ha TenMucapTaH (xomnonewr Ha Tenmucapran / Xuapoxnoporuasun CTAJIA) kbM aHTHOTEH3HH I
(AT1) peuentopute. Makap de, focera He € OTOEII3aHO HAIMYME Ha KIMHHYHO 3HAYAMA
XHIIEPKATMEMHA N0 Bpeme Ha neveHHe ¢ Tenmucaprad / XHAPOXIOPOTHA3HI CTAHA, pHCKOBHTE
dakTOpH 3a pa3sBUTHETO H BIOUBAT GEOpedHa HeNOCTATHIHOCT H/HIH ChpJieuyHa HEAOCTATBYHOCT H
saxapeH Amaber. Kammii-chxpaHsBaluuTre AMYpeTHLM, KanueBure n00aBKH WIH 3aMECTHTENHTE HA
CONTA, ChABPKAINM Kamuii TpabBa Na ObLAaT BHUMATENHO NpHIATaHH IO BpEME HA JIeYeHHE C
Teamucapran / Xuapoxnopornasun CTAJIA (Bx. Touka 4.5).

- Xunonampuemus 4 XunoXNopeMuiHa ankano3a

Hama manen, ge Tenmucapran / Xuapoxnopotrazun CTAJIA moxe ga pefylipa HIH IPEAOTBPATH
Mpe/N3BHKAHATA OT MMYPETHLH XHIOHATPHEMHUA. XJIOPHUAT AeHLHT OOHKHOBEHO € JIeK U He Hajara
JOIBJIHHTENHO IeUCHHE.

- Xunepranyuemus

TuasHaKuTe MOraT 13 HAMANAT M3NBUBAHETO HA KAJTIMH C YPHHATA H Na A0BEJAT KO MPEXOJHH H JICKH
yBefHYeHHA Ha CEPYMHHA KAIHI IPH AKINCA HA YCTAHOBEHH HAPYIICHHS B KalLHEBIAA MeTaboMHIBM.
3HauMTeNHATA XMNEPKAILHEMHS MOKe /1a € /I0KA3aTeNCTRO 3a CKPHT XHIEPIAPATHPECONAUIBM.

Tipeny aa ce poBefie U3cleABane Ha NapaTHponAHuTe GYHKUMH TPAOBA Aa ce NPEKPaTH NPUeMa HA
THA3HOH.

- Xumomaznezuemun
THazuauTe YBEIHYABAT OTAEIAHETO Ha MarHe3Hi ¢ ypHHATA, KOETO MOXKE 13 IoBezie 10
XHroMarHesueMHa (Bx. Touka 4.5).

ETHAYECKH pasnH4Yus

KakTo e HabmoaaBaHo npu HHXHOUTOPUTE HA AHTHOTEH3IHH KOHBEPTHPALIHA €H3HM, TEIMHCAPTAH H
IpYrHTe aHrHoTeH3uH 11 peLienrTOpHH aHTarOHHCTH ¢a OYEBHAHO MNO-MANKO e(eKTHBHH B
NOHM>XABAHETO HA KPBBHOTO HaNAraHe MPH XOpa OT YepHaTa paca, OTKOJIKOTO IPH JPYTHTE pacH,
BepOATHO NOpanH TO-YECTOTO CPELIAHE B YepHATa MOMyIAlHA Ha HHCKO PEHHHOBO HUBO C MPOABH Ha
XHMEPTOHHUA.

Opyru
KaxTo npH ApyrH aHTHXHIICPTeH3UBHH areHTH, eKCLECHBHATA PeAyKUUS HA KPLBHOTO HAIAraHe NpH
naieHTH ¢ HICXEMHYHA Kapnnona'ms U UCXEMHYHO Kapnnonacxynapno BBGOJISIBEHC MOKE Na

AoBeAe 10 MUOKAapIeH HHPAapKT WM HHCYJIT.

Ot
Ipy nauuenTH ¢ HIH Ge3 aHAMHE3A 32 ANePrus Wik GPOHXHMANHA ACTMa MOXE /12 Ce Habmonasar

PEaKIAH Ha CBPEXYYBCTBHTENHOCT KbM XHAPOXIIOPOTHASHA, HO Ca IO-BEPOATHH NPH NMALHUCHTH €
TaKaBa aHAMHe3a.

VMa chobmenns 3a 060CTpaHe HIH aKTHBMPaHe Ha CHCTEMEH JTYINyC epUTeMaTo3yC IpH NalHeHTH,
NeKyBaHH € THA3HAHH AHYPETHLH, BKITOYHTENHO XHAPOXIOPOTHAHAL,

HMma chOGILICHHS 32 peakiiy HA (GOTOUYBCTBHTEHOCT [IPH yIoTpedaTa Ha THA3HIHHA JHYPCTHLH {BK.
touka 4.8). [penopbuBa ce NpeKpaTaBaHe Ha TEPANHATA, aKO C¢ TIOABH peaK1iHi Ha
{(OTOIYBCTBHTETHOCT B NEPHOAA Ha JIeUeHHE. AKO Ce CYHTa 32 HeoOX0AHMO OTHORC BK/IOYBAHE HA
LAYPETHK, Ce OPENOPLYBA PENIA3Bate Ha 30HUTE, KOMTO €& H3JIAraT HA CTBHIUE WK HA H3KYCTBEHH
UVA npun. .
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Xunpoxaopotuazua € cyadoHaMu, KOHTO MOXe 1a MPUYHHA HIKOCHHKPATHYHA peakuui, BOACINA 110
XOPOHJATEH HIIMB C JeeXT HAa 3PHTEHOTO Mofie, OCTPO MPEXOAHO KBCOMMICACTBO K OCTpa
3aKPHTOBIBIHA riaykoMa. CHMITTOMHTE BRJIOYBAT B HAYANOTO OCTPO MOHHKCHHE HA 3PHTETHATA
OCTPOTZ WM 0YHa GOMKa, H OBGMKHOBEHO Ce MOSRABAT B PAMKHTE HA 4acoBe 0 Ce/IMHIH OT HA4aNoTo
Ha neucHHeTo. HeneKyBanara, 0CTpa, 3aKPHTOBIBIIHA [IayKOMa MOe Ja JIoBe/le A0 TpaiiHa 3aryba Ha
spenne. [IbpBUHHOTO NevueHHe e, Ja Ce CIpe NpHeMa Ha XHAPOXIOPOTHA3MI, KOJIKOTO € BE3MOXKHO 110~
ckopo. HaBpeMeHHO JieYeHHe WM XHPYPrH4Ha HHTEPBEHLINA MOXe 1a Ce HANOKH /1a e OGMHUCIIAT, ako
BLTPEOYHOTO HANATAHE OCTABA HEKOHTPONHpaHO. PHckoBure (akTOpH 3a pa3BuBaHe Ha OCTpa
3AKPATOBCBANA [NAYKOMA MOYKE [ BIUTIOUBAT AHAMHE3A 33 ANEPTHS KoM CYNQOHAMWAM HIH
MEHULMITHHA.

Henenanomen pax na xoxcama

B zBe enmMAEMHONOrHYHH NPOYYBAHUs, OCHOBABAIIH CE HA JaTCKUA HALMOHANICH PaKOB PETHCTHP, €
HabIIIOABAH MOBUIIEH PUCK OT HEMETaHOMeH pak Ha koxkata (HMPK) [6asanHokieTsueH kapuHHOM
(BKK) 4 ckBamosrownersuer kapuaHoM (CKK)] npu HapacTraina eKcO3HIKAA Ha KyMy/laTHBHa 1038
xugpoxnopotazig (XXT3). Gorocencubunusupaumre epextn Ha XXT3 Morat fa neHcTsar Kato
BEpOSTEH MEXAaHN3BM 3a passuTHe Ha HMPK.

Mamuentate, npremamm XXT13, Tpabea aa 6baaT undopMupann 3a pucka ot HMPK u cobeerBans
PeZOBHO Ja TPOBEPSBAaT KOXATA CH 3a HOBM Jie3uH H HezabaBHo Ja ¢boOOLIABaT NpH nofABa Ha
MONO3PHTENHA KokHH nesu. Ha manmentute TpaGea ja ce NpemopryaT Bb3MOXKHH NPEBAHTHEHH
MepKH, KATO OTPAHHYEHO H3/araHe Ha CBHYEBA CBETIHHA W YNTPABHOJETORM JB4H, 4 B CyYadl Ha
eKCIIO3ALMS, NOAXOAAIA 3alUT4, 34 Ja C€ CBeJde A0 MHHHMYM PHCKET OT PaK Ha KOXara.
Tloflo3pHTeTHATE KONHH Je3un TpAbea Na GBAAT MOJUIONKEHH Ha He3a0aBHO H3C/ICBaHE, NOTEHIHATHO
BIUTIOYBAINO XHCTONOTHYHH H3CNeABAHUS Ha GroncHuny Matepuany. [Ipepasraeskiane Ha ynorpeGara
Ha XXT3 MOke Aa e HATIOKH M TIPH NIALMEHTH, kouTo ca HMank npeaxoaeH HMPK (Bix. cbio Touka
4.8).

Homowru sewjecmea
To3u AeKapCTBeH POAYKT ChABpKA N0-Manko ot 1 mmol Hatpuit (23 mg) Ha TaOnerka, T.¢ Ha TpakTHKa

€ HeChIbpIKall, HATpHH.
4.5 BaaumogeiicTBae ¢ Zpyra JeKAPCTBeHH NPOLYKTH H ApYrH ¢opMu Ha B3anMoaelicTRHE

Jlvruii

TMo BpeMe Ha eJHOBPEMEHHO MPHIOKEHHE Ha TUTHI ¢ MHXUOUTOPH Ha AHIMOTEH3HHE KOHBEPTHPALIMA
eH3MM ¢a HaOmoapaHu ofpaTHMH MOBHIIEHHA Ha CCPYMHHTE IHTHEBH KOHUCHTpallMH H MPOABHA Ha
TokcHuHocT. ChoOIABAHH ca PeOKy CiTydad H ¢ aHTHOTeH3uH I pelienTopHH aHTarOHHCTH
(BIJIOYHTENHO  TEIMHCADTAH/XHAPOXIOPOTHA3KA). ENHOBDEMEHHOTO MpWIAraHe Ha JHTHH M
Tenmucaptas / Xunpoxnoporuasnn CTAIIA e ce npenopruba (Bk. Touka 4.4). Ako Tasu KOMOHHALMA
€ OT ChIIECTBEHO 3HAYCHHKE, CE MPeNnopbUuBa BHHMATEJIHO NIPOCeAABaHe Ha CEPYMHNWTE JUTHERH HKBA
1o BpeMe Ha €IHOBPEMEHHO MPHIIOXKEHHE.

JlekapcTBEHH NPOTYKTH, KOWTO BOAAT Oo 3ary0a. Ha KW H XMHOKanHeMud (HanpHMe TH

KAJIHYPETHYHH JHYPETHIIH, TAKCATMBH, KOPTHKOCTEPOHIH, ACTH, amdoTepanyH, KapOeHOKCOIO0H,
neHHIUIKNE G HaTpuii, CANMIMIOBA KUCENHHA W NPOUIBONHHTE i)

Axo Te3H BewlecTsa TPAGBA Aa ce NPHEMAT eJHOBPEMEHHO ¢ KOMOHHALIMATA TEIMHCAPTaH —
XMAPOXJIOPOTHAZKI, C€ TIPENOPhHBa NPOoCIeAdBale Ha KAJHEBUTE HHBA B TA3MATa. Tezu
NeKapcTBEHH MPOAYKTH MOXKE Ja MOTEHIHPAT eeKTHTe HA XHAPOXTIOPOTHAZHA BBPXY CEPyMHHA
Kanrii (B, Touka 4.4).

JlekapcTBeHH OIPOIYKTH, KOMTC ITOBHINIABAT KANHEBHTS HHBA HITH HHAYIIHPAT XHIOCpKaNHEMBd

e
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(ranpumep ACE MHXHOHTODH, KANHii-ChXpapABALIH JUYPETALH, KATHERH 100aBKH, CONRH: 4 \-m% ”ﬁ\
FAMECTUTGHH, CHEOBRLKAIIA KA, MUKNOCTIOPMH MK Npyry nexapcTeeH MPOAVKTH K&T?i(\gﬂﬁgﬁﬂ--,_i o
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HaTpHiH)

AKO Te€3H NIeKapCTBEHH NPOAYKTH ¢ NPEANHCAHH 3a YNoTpeba eHOBPEMEHHO ¢ KoMOHHaLMATA
TEMHCAPTAH ~ XHAPOXJIOPOTHA3ZKA, MPENOPBYBA C& MOHHTOPHPAHE HA KATHEBHTE MIASMCHH HUBA.
B3 OCHOBA Ha OIHTA C M3MIOJ3BAHETO HA IPYTH NIEKApCTBEHH NPOAYKTH, HAMAJIABALLM OEHCTBHETO HA
CHCTEMATa PeHHH-aHTHOTEH3HH, CBIETCTBALOTO NPHACKEHHE HA TOPECIOMEHATHTE IEKAPCTBEHH
MPOAYKTH MOXKE Aa A0Be/e A0 MOBULIABAHE HA CEPYMHHA KANIMIA H MO Ta3H NPHUYHHA HE CC
npenopwuBa (BXK. Touka 4.4 ).

JlekapcTReHU MPOAYKTH, KOMTO Ce NOBIMABAT OT HAPYLICHHA B CEPYMHHA Kanui

TIpeniopbuBa ce MePHOAMYHO MPOCEaIBaHe Ha HUBaTa Ha cepymunsa kanmit # EKI korato
Tenmucapran / Xunpoxnopotiasua CTAJIA ce npunara eqHOBPEMEHHO ¢ JIEKAPCTBEHA TPONYKTH,
KOHTO CE MOBMHSBAT OT MPOMEHH B CepyMHMA Kanui (HanpuMep MMTHTATHCOBH IJIMKO3UAH,
AHTHAPATMHYHH) M CNEIHHTE JEKApCTBEHH MpPONYKTH, NpeAM3BukBaliM torsades de pointes
(BKIOYBALIM HAKOH AHTHAPHTMMYHH), KaTO KHITOKATHEMHATA € Hpeapasnonaraur daxrop 3a torsades
de pointes:

- knac la aHTHAPUTMHYHH (HANpHMED XMHMAWH, XMAPOXMHHAMH, M3OTIMpaMAL)

- knac 1T anTuapuT™MUURK (HaNpAMEpP aMHOAPOH, COTANON, AO(EeTHNN, HOYTHIIHL)

- HIKOH aHTHIICMXOTHLH (HaNpHMep THOPHAA3HH, XIOpIPOMasHH, JEBOMENpPOMasHH,
TprpyonepasdH, IIHAMeMazHH, CYNIMHPH, CYJITONPUA, AMHCYNMPHUA, THATIPHI, MAMO3HI,
XaJonepHaoa, Aponepuao)

- npyru: (HanpumMep Gerpruas, LUM3anpa, audeMaHinn, epHTpoMuLHR [V, xanopaHTpuH,
MH30JIACTHH, MEHTAMHIMH, cnapdnokcauuH, TepheHannH, BuHkamus [V)

JUrHTanucoBy [MHKO3HIH
TIpeau3ssuKaHaTa OT THASHAN XUTIOKATHEMHS WIH XHNIOMArHe3ueMHus GaronpuATCTEA BE3HUKBAHETO
HA NpPeIU3BMKaHa OT AHTHTATHC aDHTMHA (BiK. TOuKa 4.4).

Q[;ym AHTHXHUITCPTEHIUBHN JICKAPCTBEHH NPOIYKTH

TenMucapTan MOXKe a NOBHIUH XHIIOTEH3UBHUA e(eKT Ha JPYTH aHTHUXHUNEPTCH3IWBHH CPEACTRA.
JaHHM OT KIMHHYHH MNPOYYBAHMA MOKA3BAT, Ye MABOHHOTO OMOKHWpaHe Ha PEeHWH AaHTHOTEH3HH
anpocrepoopata cucremMa (PAAC) upes xomGundpaHata ynotpeGa Ha ACE HMHXHOGHTOPH,
aHrnoTeHsun ll-peuenropHy GNOKEPH HIH AMTHCKHPEH C¢ CBBP3BA C MO-BHCOKA 4ECTOTA HA HEXENaHW
CHOHTHS, KaTO HANpHMEP XMMOTOHHS, XHMEpKal{eMHs W HaMandBaHe Ha OnGpedHara QyHkiud
(BKIOUNTENHO OCTPpa G1OpeuHa HeIOCTATEYHOCT), B CpasHeHHe ¢ ynoTpebara caMo Ha eIHO CPeACTRO,
aeicTraino Bbpxy PAAC (Bx. ToukH 4.3, 4.4 1 3.1).

IpoTuBoaHaGeTHH NEKAPCTBEHH NPOAYKTH (NEPOPATTHH H HHCYTHH)
Moske Ja ce HAJIOMH KOPHTHPAHE HA I03UTE Ha NPOTHBOAKAGETHHTE NEKapCTBEHH NPOAYKTH (BK.
touka 4.4).

Metdopmun

TpabBsa na ce U3MON3Ra NPEANA3NHBO NOPAAH PHCK OT NaKTATHA aUM038 HHAYLMpPAHA OT Bh3MOKHA
¢yHkuHonamHa 66peuHa HeJOCTATHYHOCT, CBBP3aHa ¢ XMAPOXIOPOTHAZH]L.

KonecTHpaMuH U KOJIECTHIONOBH CMOIH
Tlpu Hasvume HA AHHOHHO-0OMEHHH cMO/H, a6copOLHATA HA XMAPOXMOPOTHA3U] C€ HapylaBa.

HecTepouiin npoTHROBB3NANKTEABH CPENCTRA

HCIBC (T.e. aUeTH/ICANKIIHIOBA KUCEIHHA B MPOTHBOBLANANUTE/THH JIO3H, COX -2 unxubutTopi H
uecenexthsar HCIBC) Morar fa HaManaT AHypeTHYHHA, HATPHYPETHIHHS AHTHXMNCPTEHIUBHUA
edyeKT Ha THA3WAHWTE IMYPETHUA H AHTHXUNEPTEHIMBHUA KT HA AHTHOTEH3HH Il peuenTopHuTe —
AHTATOHHCTH. / A g
Ipy HAKOW MALMEHTH ¢ HApYIeHa GbOpedHa QYHKUMA (HANPHMEP ACXHAPATHPAHH Mauk grﬁmmm - .{ﬁ;:o b
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TIALMEHTH B HATIPEAHATIA BE3PACT ¢ HapylueHa ObOpedHa GyHKIMA) eAHOBPEMEHHOTO MPHIOKEHHE HA
airuoTensus I pelenTopHy aHTArOHUCTH W IGKAPCTBEHH MPOAYKTH, KOHTO HHXHMOUpAT
IIMKITOOKCHTEHA3aTa MOKe Aa JOBEAE 0 MO-HATATHUIHO BlolnaBaHe Ha OuOpeyuHara QyHKuHS,
BKITIOUHTEITHO € RE3MOKHA 0cTpa OBOpeuHa He0CTATHYHOCT, KOATO 00MKHOBEHO € ofparkiMa. [lo
Ta3M NpHUHHA, KOMOUHaLMATa Tp26Ba na Gbae NpUAaraHa ¢ NOBMILEHO BHUMaHKe, 0C00EHO TIpH
NALMeHTH B HanpeaHana b3pacT. [lauuenTuTe Tpabea ga 6baT aleKBATHO XHAPATHPaHH U fa Gtae
npociaeassana 6r0peuHaTa uM QYHKUMA B HAYATOTO Ha KOMOMHUPAHOTO JICYEHHE W TICPHOJHYHO Clej,
TORA.

B eaHo npoyuBaHe eqHOBpPeMEHHOTO NPHaraHe Ha TEIMHMCAPTAaH H paAMHTIPWIT ¢ IOBETIO A0 NOKAYBaHe
Ha AUCO0-24 u Cmax Ha paMHNIpUN M paMHIpHnat A0 2,5 metH. KiuHHYHaTa 3Ha4MMOCT Ha TOBa
HabnmoaeHHe He € H3BECTHA.

IIpecopHy aMUHH (HanpUMep BOPANPSHAIHH )

Ecexra Ha npecopHHTEe aMMHH MOXKE Ja C€ HaMafu.

HegenongpusHpaniy MHOPENSKCAHTH (HANPUMED TYOOKYpPapHH)
XuapoxnopoTHasua Moske Aa NMOTSHIHPa edeKTa Ha HENSHONAPHIHPAILIHTE MHOPENAKCAHTH.

JlekapcTBEHH OPOAVKTH H3TON3BAHM 32 JJEUEHHE HA noaarpa (Hanpumep npobe UL
cYIDHHIUPA3ZOH H a10NYPHHON)

Moske [a ce HANOKY KOPUrHpaHe Ha JO3aTa HA YPHKOZYPHUHHTE JIEKAPCTBEHH NMPOAYKTH, Thil KaTo
XHAPOXJIOPOTHAZU] MOXKE JIA YBESIHUM CEPYMHHTE HHBA HA MMKOYHATA KHCENMHA. Moxke na ce HaNOXH
NOBHIIABAHE HA 1O3UTE Ha MPOoOEHULINA UK cynPpuHNHpazoH. EAHOBPEMEHHOTO NpHEMaHe Ha
THA3HIH MOKE /14 NOBHIIIM YECTOTATA HA PEAKLIHHTE Ha CBPBX'YBCTBUTETHOCT KEM Aoy pHHOL.

Kanuues colu
THazuaHKUTE AMYpPETHLUH MO3Ke [1a MOBHILAT CEPYMHHTE HHBA Ha KLU, KOSTO €€ AB/DKH Ha

MOHWKEHATA MY €KCKpeuus. AkO TpsabBa Ja ce NpelnMuIaT KaluueBd T06aBKH WIH JIEKAPCTBEHH
NPOAYKTH, 3aAbpKallH KaIlUHH B OpraHk3Ma (HarnpuMep Tepanus ¢ BaTamMiH D), e HeoGxoaumo fa ce
TIPOCIEAABAT CEPYMHHTE HHBA HA KANLMA M CHOTBETHO 1A CE€ KOPUrHpa A03aTa.

Beta-610KepH M THAZOKCHT
THE]BH,I!HTC MOXKE Ia OBHIIAT XHHCP[‘I[HKCMH‘[HHTG e(i)e[md Ha GCTa-GJ]OKepHTB H JHAa30KCHIA.

AHTHXONHHEPrHYHHTE NEeKAPCTBEHH MPONYKTH (Hanpnmep aTponyH, GHHCPH,IIGH) MOXe Aa NOBUIIAT
OHOHANWUYHOCTTA HA THA3HIHHMTE JHYPETHLH Ypes MOHHKABAHS HA CTOMAaUIHO-UPCBHHA MOTHITHTET H
YeCTOTATa HA H3NPa3BaHE Ha CTOMAaXxa,

AMAHTHAUH
THa3HAHTE MOXKeE A YBETHUAT PUCKA OT HEXKENAHH eEKTH, MPHYHHEHH OT AMAHTHIMH.

HHTOTOKCH‘{HH JEKAPCTBEHH TTPOAYKTH {Hanpumep upknodoctamun, METOTPEKCAT)

TuasuanuTe MoXe a HamanaT OrOpeuHara ekckpeuHa Ha IMTOTOKCHYHHTE ICKAPCTBCHH MPOXYKTH H
Ja MOTSHLMPAT MEENOCYNpecHpatiiHg UM deKT,

B®3 ocHoBa Ha (apMaKoONOTHYHHTE UM CBOHCTBA € Bb3MOMKHO Ia € OUaKBa, Y€ CICAHHTE
NEKAPCTBEHM [IPOYKTH MOraT [a NOBHILAT XMIIOTCH3HBHHA €(eKT Ha BCHYKH aHTHUXHIIEPTeH3UBHH
CpE/ICTRa, BKIIOUHTENHO TeNMHcapTaH: Gakioden, aMudOCTHH,

ChI10 TaKa, OPTOCTATHYHATA XHIOTOHHA MOXe Ja OhE 3aCHACHA OT alKoXod, Hapbutyparsy,
HAPKOTHYHM BELLECTBA HITH AHTHAECTIPECAHTH.

4.6 eprunureT, (peMeHHOCT H KEPMeHe




bpemenHocT

He ce npenopbusa ynotpebata Ha anrnotensuH II penenTopHH aHTarOHMCTH Npe3 MbPBHA TPHMECTHP
Ha GpeMenHocTTa (BX. Touka 4.4). Yorpebara Ha anrHoTenzuH Il peuenToOpHH aHTarOHHCTH €
MPOTHBOMNOKA3aHA NP3 BTOPHS K TPETHS TPHMECTHP Ha OpeMeHHOCTTa (BiK. TOUKH 4.3 H 4.4).

Hama pocrarbuso naHHM 3a ynoTpebata Ha Tenmucapran / Xuppoxmoporuasun CTAIA npu
GpeMeHHH skeau, ExKcnepUMEHTaNHMTEe NPOY4YBAHHA TPH KWBOTHH TOKAa3BaT PpenpoiyKTHBHA
TOKCHYHOCT (B, Touka 5.3),

EnuMmeMHONOrHHHHTE AAHHH 32 PHCKa OT TepaToreHHocT el excrniosuums Ha ACE nHxn6utopy npes
MBPBHA TPUMECTHP Ha GpemeHHOCTTA He ca yOeauTenuu. Bee nak, He Moxke f1a ¢ M3kmouM cnabo
MOBHLIABAHE Ha PHCKA. JIOKAaTO HAMA KOHTPONMPaHH EMHAEMHONOTHYHYH AaHHH 34 PHCKA DPH
ynotpe6a Ha anrdoteHsHH 11 peUenTOpHH AHTATOHHCTH, CXOAHH PHCKOBE MOTAT Ja CBHIISCTBYRAT H
MpH To3H KJac nekapceTsa. [TauneHTkuTe, KOMTO [1aHHPAT GpeMEHHOCT, TpAOea Na MPEMHHAT KbM
aNTEpHATUBHO AHTHXMIEPTEH3HBHO JIEYSHHE ¢ YCTaHOBEH Mpodui Ha GesoNacHOCT NpH ynotpeda no
BpeMe Ha GpeMEHHOCT, OCBEH aKo Ce CUHTa, ue € OT 0cobeHa BayKHOCT 1a Ce NPOABIDKH JIEHEHHETO ¢
aurnotersun Il peuenTopHi aHTArOHKHCTH. AKO € AHArHOCTHLMpaHa OpeMEHHOCT, JICHEHHETO ¢
aHrnoTensuH I peuenrOpHI aHTAroHHCTH TPAGBa HezabaBHO Na Oble NPEYCTAHOBEHO H aKOo €
noaxonsawo Aa Obae 3aMOYHATO ANTEPHATHBHO JiEUEHHE.

VCTaHOBEHO €, Y€ eKCIMO3HLMATA Ha aHrHoTeH3HH 1l pelienTopHr aHTaroHHCTH NPE3 BTOPHA H TPETHA
TPHMECTEP Ha GPEMEHHOCTTA NPeAH3BHKBa (PETOTOKCHUHOCT NpH Xopa {NoHWkeHa 6u0peyuHa
(YHKIMA, ONMUrOXMAPaMHHOH, 3a0aBeHa YepernHa OCHKALIEA) H HEOHATANTHA TOKCHYHOCT (BBOpeyHa
HEJIOCTATRYHOCT, XMIIOTOHHA, XUNepkanHemMua) (Bx. Touka 5.3).

Mpenopsusa ce yATpasBYKOB nmpernea Ha 6b0peuHaTa GyHKUMA H Yepena, ako HACTBITH €KCTIOZHLHA
Ha aarHoTenstH Il peLenTOPHH AHTArOHHCTH TPe3 BTOPHA TPUMECTBP Ha GpeMEHHOCTTa U CJIEJ TORA,
HoeopoaenuTe, uuiito Maiiki ca npueMaiu aHruotensud Il peLenTopHy aHTAroHHCTH, TpGBa na
§BIAT BHUMATETHO HabMOAABAHH 33 HATHYHE HA XHIIOTOHMS (BXK. Touku 4.3 u 4.4).

OmuTET ¢ XHAPOXNOPOTHA3HA N0 BpeME Ha I6]Z)f:l\fleHl-[O(.“'I' € OrpaHHy4YeH, ocobeHo npes3 nbpBHA
TpHMecThp. [IpoyuBaHUATA MPH KHWBOTHH Ca HEAOCTATHYHH. XHAPOXIOPOTHA3HA NPEMHHABA TIPE3
nnauedTara. bazupaiiku ce Ha (hapMaKkOIOTHYHHA MEXAHWILM Ha JEHCTRHE HA XHIPOXJIOPOTHASHA,
ynotpefara My npe3 BTOPHA M TPETHSA TPHMECTHP MOXKe JIa KOMNpoMeTHpa eTo-IUTaleHTapHaTa
NPOMYCKIHBOCT, H 4 NPHYHHH (PETATHH H HEOHATANHH e()EKTH, KATO XKBITEHHIIA, HApYLICHHE HA
eIEKTPOHTHHA GanaHe ¥ TPOMOOLIMTONEHUS.

Xnupoxnopo’maaﬂn He Tpnﬁsa Aa C€ H3NOJI3Ba NpH reCTaldOHCH OTOK, recTalfHOHHA XHNCPTOHHSA HITH
[peeKIaMIICHS, [IOpaH PHCK OT MOHH/KABAHE Ha MiasMeHus ofeM H IIalieHTapHa Xunonepdysus, 6e3
nofiezeH edekT BBpXy X0Aa Ha 3a00/IABAHETO,

XHIPOXTOPOTHA3HA He TPAGBA Aa Ce U3TON3BA MPH ECCHUUATHA XHTICPTOHUS NPH GPEMEHHH JKEHH,
OCBCH B PeIKH Cliy4au, KOraTo HE MOKe [a CC NMPHIIOKHA Jpyro JICYEHHE.

KspmeHe
Twii KaTo HAMA AAHHHK OTHOCHO ynoTpebara Ha Tenmucaprat / Xunpoxnoporuasua CTAJIA B nepHosia

Ha kbpMeHe, Tenmucapran / XuapoxnopotHasug CTAJIA we

ce NpenopLYBa, a ce NpeAnOYHTAT ANTEPHATHBHH JIeUeHHA ¢ N0-A00pe yCTaHOBEH npodun Ha
6€30MacHOCT B NEPHOAA HA KbpMEHE, 0CO0SHO NPH KbPMEHE Ha HOBOPOACHO MM MPEKACBPEMEHHO
poaeHo aete.

=
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XUApOXIOPOTHA3M/L C& EKCKPETHPA B MANKH KOJTHUECTBA B MaliMHHOTO MIAKO. Tuasmu‘ﬁhﬁf-ggifjiél{@ e,
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Ynorpe6ata Ha Tenmucaptan / Xumpoxnoporuasux CTAJIA no speme Ha OpEMEHHOCT HE OO
npenopbusa. Ako Tenmucapran / Xuapoxnoporuasun CTAJIA ce
H3MI0JT362 B NEPUOJIA HA KbpMeHe, TpAOBa J1a ce noaabpKaT HaH-HHCKHTE BB3MOXKHH N03H.

heprunuret
B npeakIMHMYHEA POYUYBaHHMA He ca HabmoaaBaHK e(eKTH Ha TEJIMHCAPTaH ¥ XHAPOXIOPOTHA3HA

BEPXY (pepTUAUTETA HA MEXKKH H XKEHCKH HHIUBH]IA.

4.7 Edextd BbpPXY cnocofHocTTA 32 IopHpane 1 paboTa ¢ MAIIHHA

Tenmucapran / Xunpoxtoporrasua CTAJIA Mosxe fa NOBIHAE BBPXY cNocoGHOCTTa BH 3a modupane
u paboTa ¢ MalwMHA, Makap W pAAKO, 3aMaiBaHe WIH CHHIMBOCT MOTAT 114 C€ TOABAT NPH MpHEM Ha
Tenmucapran / Xuapoxnopotuasen CTAJA.

4.8 HexenaHu JeKapCTBEHH peaKIlHN

Kpamxo uznoxcenue na npoguna na bezonacrocm

Haif-4ecTo ¢hoGMABAHATA HeXeNaHa ICKAPCTREHA peakius € 3aMaiiBae. CepHO3eH aHMHOSEM MOKE
pa HaeThIi pagko (=1/10 000 xo <1/1 000).

Teamucapran / Xuapoxnopotuazup CTAJIA 40 mg/12.5 mg

YecTOTATA Ha HEKENAHWTE JEKAPCTBEHH pPeaKiuW, chofuweHu NpH ymorpeba na Tenmucaprad /
XuapoxnoporHazua CTAJIA e cpaBHHMA ¢ Ta3H HA HEKEAHUTE IEKaPCTBEHH PCAKLIHH, CROOILLEHH TPH
ynotpe6a caMo Ha TeNMMCAPTAH B PAHIOMHIHPAHH KOHTPOJMPAaHH MPOYYBAHHA, OOXBAIIALIM 1 471
NAUMEHTH, PA3TPEASICHY HA CIIYYACH NPHHLMI 33 ITYeHUE ¢ TENMHCAPTaH NIOC XHAPOXJIOPOTHAZH
(835) wmu camo ¢ tenmucaptan (636). He e ycTaHOBeHa 3aBHCHMOCT MEXAY J1038Ta M HEXKCNAHUTE
NEeKapCTBEHH pPeaKUMH ¥ JMNCBA BPB3KAa ¢ NOAa, BB3pAcTTa HMIW pacoBaTa NPHHANIEKHOCT Ha
MalHEHTHTE.

Tenmucaprad / Xuapoxnoporaazun CT 80 mg/12.5 m

YecTOTATA HAa HEXCIAHWTE JICKAPCTBEHH peakiyy, chollenu npu ynorpeba wa TenmmucapraH /
XuapoxnoporHazua CTAJIA e cpaBHHMA C Ta3H HA HEKENTAHUTE JICKAPCTBCHH peaKlMy, ¢HOOLLISHH HPH
ynorpefa caMO Ha TelIMHCAPTaH B PAHAOMH3HPAHH KOHTPONMPAHH MPOYHBAHHA, obxpauramu 1 471
MALHEHTH, pasNpee/IcHH HA C/Iy4acH TIPUHLIMIL 33 JIEYEHHE C TeIMHCAPTaH INIFOC XHAPOXJIOPOTHA3HA
(835) unu camo ¢ Tenmucapran (636). He e ycraHoBeHa 3aBMCHMOCT MEKTY [038Ta M HEKEJAHUTE
NeKapCTBEHHM peakUUM M JTMOCBA BPh3KA ¢ MOMA, BH3pacTTa MM pacosata MOPUHANNCKHOCT Ha
naLHeHTHTe.

Tabruvern CRUCDK HA HeJCERANUME ACKAPCMEEN Y peaKyuu

HexxenaHHTe NeKapCTBEHH PEAKIIWM, ChOOILECHH BBB BCHUKH KJIHHUYHK N1POYYBAHHA M HACTBIHIIH 10~
4eCTO NPH M3AOM3BAHETO HA TEJIMHUCAPTAH IULIOC XMAPOXIOPOTHA3HA, OTKONKOTO PH niaueGo

(p <0,05), ca orMcanH No-A0Ny B CHOTBETCTBHE ChC CUCTEMO-OpraHHaTa knacudurauud. Ipu neuenne
¢ Tenmucapran / Xuapoxnopotuasus CTaga MOraT Ja ce NOABAT W HEXKENAHH NeKapCTBeHH Peakiliy,
KOHTO €A XAPAKTEPHU 32 CAMOCTOATETHOTO MPHJIaTaHE HA OTACTHHTE My CHCTABKH, HO KOMTO HE Ca
Hab/0qaBaHH B KIHHHYHHTE [IPOYYBAHU.

HexemaHuTe eKapCTREHH PEAKLMH ¢4 KaTETOPH3HPAHH CHOpe/ 4eCTOTaTa, KaTo € H3M0/13BaHa
cnexHara knacugrkaupua: MHoro yectd (>1/10), sectn (>1/100 a0 <1/10}, HeuecTu =1/1 000 oo
<1/100), penxu (=1/10 000 no <1/1 000), mMuoro penxw (<1/10 000), ¢ HEM3IBECTHA HECTOTA (ot
HaMYHMTE AHHH He Mooke Aa Gbe HanpaBeHa OUEHKa).

HpH BCAKO PpYMHPAHE B 3aBHCHMOCT OT YecTOTATA, HEXKETAHHTE JISKAPCTBEHH PCAKIIHH CC n36posna‘r

B HH3XOIALI ped MO OTHOWCHHE Ha TEXKECTTA. ,;:.a—---—u.
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Peaxu: 6ponxut, GapyHIHT, CHHYHT

Hapviienua Ha HMYHHATA CHCTEMA
Peaku: 060CTpaHE WM AKTHBHPAHE HA CUCTEMEH NYITYC epUTEMATOAEC |

Hapyuienns Ha MeTaGonH3Ma ¥ XpaHEHETO
HeuecTh: xunokamdeMus
Peiki: XHIEpYpHKEMHUSR, XHIIOHATPHEMHS

[cuxuuHM HapyuIeHNA
HeuecTn: OesnokoiicTBo
Peaku: aenpecus

Hapyitienus Ha HepBHATA CHCTEMA
YecTH: 3aMaiirade

Heqecm: CHHKOII, MapcCTE3NA

Peaku: He3chbHUe, HAPYLUEHHA Ha CBHR

Hapyiiienng Ha ouuTte
Penku: HApYWEHHS HA 3PSHUSTO, 3AMBITIEHO BIHKIAHE

HapyilieHns Ha vXoT0 H JalHpHHTA
Heyectu: pepturo

CHpASHHH HADYILIEHHA
HeuecT: TaXHKapaua, apuTMHUA

CeO0BH HAPYIISHAS
HedecTH: XHIIOTOHHA, OPTOCTATHYHA XHIIOTOHHS

PeclUparopHy, PLAHE B MEIHACTHHATHH HAPYUICHHUS
Hewect: nucnaed
Penku: pecniupaTopeH AHCTpec (BKIIOUHTEIHO THEBMOHHTH W OenoapobeH oToK)

CToMallHO~-YPEBHH HAPYIIEHHI
HeuecTn: aHapui, cyxoTa B ycTtata, (aTy/eHLMs
Penku: aGnoMuHanna GoTKa, 3aMeK, AUCOSICHA, MOBPbLIAHE, FAaCTPHT

Xenato-6UnHapHH HApYIUEHH
Peaku: abHOPMHA YepHOApOGHA GYHKUHA/HEPHOAPOOHO HApYILEHHE

2

HapyLoenus Ha KoxarTa ¥ NONKOKHATA ThKaH
Peaxu: aHrHoeaeM (ChLIO M ¢ (GaTaNieH HAXOM), EPHTEMA, TIPYPHTYC, OOPHB, XMOepXHAPO3a, YPTHKAPHA

HapviEeHHA HA MYCKYIHO-CKENETHATA CUCTEMa, CHEAHHHUTENNATA THKAH W KOCTHTE
Heuvectn: 6onkn B repba, MyCKYIHH CMA3MH, MHAJITHA
Peaku: apTpanrud, MycKyJHH KpaMnH, 6onka B KpakHHk

HapylieHus Ha BE3IPOM3BOAUTENHATA CHCTEMA H I'bpaTa
HeuecTH: epeKTUNHA AHCHYHKLHA

O6mM HapviueHMa M edeKTH Ha MACTOTO HA IPUNIOKEHHE
Heyectu: Gonka B rpbHuEA KO

1




Penku: rpunonoao6Ho 3abonasane, bonka

Hacnenpanua
HeuecTd: NOBMILEHA NHKOYHA KHCEAMHA B KPBBTA

Penxu: norlieH KPeaTHHUH B KPBRTA, NOBHINEHa kpeaTH PocoKHHA3a B KPBETR, MOBHIICHH
YEPHOAPOOHHTE EH3UMH

1: na Gaza Ha MOCTMAPKETHHIOBHA OMUT
2: 3a JOMBAHUTENHO OMHCAHHE, MOJIA BIKTE MOATOUKA ,,Onucanue na u3bpanu nexcerany peaxyuu ™

OITLTHHTEAHA UH(OPMAITASA 34 BCEKH OT KOMIIOHEHTHTE
Hesxenanure peakiuu, choBLIABAHH NPeaH TOBA [IPH CAMOCTOATE/HOTO U3MNON3BaHe HA HAKOH oT
KOMITOHEHTHTE, MOraT Aa BE3HHKHAT W Npd u3nonssakeTo Ha Teamucaprad / XuJpoxnaopoTHasHi
CTAJIA, nopu aa He ca HabMIOJaBaHH NPU KIMHUYHHTE MPOYYBaHMA HA TO3H MPOIYKT.

Teamucapran:
YecToTaTa Ha HeXeTaHUTE JEKAPCTBEHH peakUHH [MPH H2MOM3BAHETO HA TEIMHCAPTAH H nnauebo e

MoYTH COHaKBa.

YecTOTATA HA HEXENAHHTE IEKAPCTBEHH peaklHH, chobieHH npH ynotpeba Ha TenMucapTaH (41,4%),
€ cpaBHHMa ¢ TutaueGo (43,9%) npu nianebo-koHTpoaupany npoyusanud, Ilpeactasenure no-aomy
HEMEMaHW PeakLUMH, OTpa3aBaT Pe3yNTaTHTE OT BCHYKH KIHHHYHH NPOYYBAHHA MPH MALHCHTH,
IEKYBaHH ¢ TEJIMHUCAPTAH 3d XHIIEPTOHHA WIH NIPY NalMeHTH Ha 50 roavMeM, WK NO-BH3PacTHH C
NOBHILUEH PHCK OT ChPAEHHO-CBHIOBH HHIHACHTH:

Hadekpy 1 uabecTaUHH

Heuectu: nHbeKUHS Ha rOPHHTE AUXaTENHH NBTHINA, HHEKUKMI HA MHKOUHHTE MBTHILA BKIIOHHTENHO
LHCTHT
PeIKH: CENCHC BIJTFOMHTENHO ¢ (haTaneH H3xos

HapyweHus Ha KpBBETa H aUMQHATA cCHCTEMA
HeyecTn: aneMus
Peaku; eosuHOGHIMSA, TPOMOOLIUTOTIEHHA

HapyiureHuns H#a uMyHHaTa cHCTEMA
Pepxu: cBpBXUYBCTBUTENHOCT, aHA(HIAKTHYHA PeaKius

Hapvriienys Ha MeTabonM3Ma U XPAHSHETO
HeuecTn: xunepranHeMHa
Penxu: xMmornukeMus (OpH maLgedTH, 6onHA oT guader)

ChpaeqHu HApYIIEHHA
Hewectu: Spanukapaus

HapvieHna Ha HEPBHATA CHCTEMA
Penku: chbHAKWBOCT

PecninpaTopHH, TPLAHH W MEAHACTHHAIHY HApYLIEHHS
HeuecTH: kawmrua
MHoro pefikH: HHTepcTHLMANHa GenoapobHa Gonect *

—
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CToMalIHO-YPEBHH HApYIIICHHA
Penxu: croMauied fuckoMQopt I
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HapytieHis Ha koskaTa W MOJKOXHATA ThKaH
Peaky: ekzema, iekapcTBeH oOpHB, TOKCHYEH
KOeH 0OpHB

HapyiieHus Ha MyCKYJIHO-CKENETHATA CUCTEMA, CHEIHHITENHATE TEKAH W KOCTHTE
Penku: apTpo3a, GONKH B CYXOXKMIHATA

HapyuieHra Ha 610penyTe H MHKOYHUTE TETHLIA
HeuecTu: 660peuHo yRpexnaHe (BKITIOUMTENHO ocTpa GHOpeyuHa HeOCTATBYHOCT)

O61M HapyLleHHs 1 epekTH Ha MACTOTO HA MPHIOKEHHE
HeuvecTH: acTeHus

Hacrnenpanus
Penxy: IOHIDKEHH CTOMHOCTH HA XeMOTTIOOHH

3: 33 NOMBHKTEHO ONMKCAHKE, MOMA BIXKTE OATOUKA ,,Onucanie Ha usOpani HeXCenany peaxyui’

XuApoXJIOpOTHAZNA
XUAPOXTIOPOTHAZUA MOKE J1a MPHYHHH WIH O0OCTPH CLCTOAHHE HA XHIOBOJIEMHA, KOETO OT €BOA
CTpaHa MOXe Jia JoBeJie A0 CNEKTPONUTEH AHcOanane (Bxk. Touka 4.4).

HexcenaHHTe IEKapPCTBEHU PeaKLHK C HEH3BECTHA H4ECTOTA, ChOOIIABAHH NMPH CAMOCTOATE/IHATA
yroTpeba Ha XHAPOXJIOPOTHA3HA, Ca:

HeornasMu — 100pOKaiecTBEHH, 310KA4ECTBEHH W HeOTpeAeneHH (BKIL. KHCTH M [IOIUTTH)
C mHeusBectHa uectota: HememaHomeH pak Ha koxaTa (Da’alHOKNETBYCH KapUMHOM H
CKBAMO3HOKIIETBYEH KAPLIKHOM).

Hudexipiv ¥ HadecTausn
C HEH3IBECCTHA YeCTOTAa: CHANOAACHHT

HapynieHus Ha KpBBOHOCHATA K AUM(HA CHCTEMH

Penku: TpoMOoLMTONEHHs (NOHAKOTA C MypIypa)

C HeM3IBECTHA YECTOTA: alACTHYHA AHEMHA, XeMOMMTHYHA AHEMHA, MMOTHCKAHE HAa KOCTHHA MO3BK,
NeBKONIEHHUs, HEYTPOTIeH A, arpaHyIoLuuTo3a.

Hapymeuuﬂ Ha KMYHHATa CHCTEMA
C HeH3ReCTHA YECTOTA: anadmnaxmqm{ peakunH, CBPEXYYBCTBHTEIHOCT

HaQ!HIEHHSI Ha CHOOKPpHHHAaTa CHCTEMA
C HeH3BEeCTHA YECTOTA: HEAOCTATHYHO KOHTPOITHPAaH 3aXapcH nﬂaﬁer

HapviueHus Ha MeTaDOIH3MA W XPAHEHETO

YecTH; XMIOIOMATHE3HEMHA

Penici: XHOepKaniueMH

MHOro peaKH: XHNOXAopeMHYHa ankao3a

C HeM3BECTHA  UECTOTA:  AHOPEKCHS, TOHWKEH  AMEeTHT, ENEKTPOJIHTECH nucbanaxe,
XKIIEPXONECTEPONCMHA, XUTIEPTITHLHEMHSA, XHIOBOIHEMHA

e

- ’/:/ \_\'—l‘-\Mﬂ 3] ‘\.\
TMcHxUUHY HapyIIeHHA PR AL G
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C HeH3BecTHA 4ecToTa: Oe3NoKOHCTRO
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HapyvilieHua Ha HEPBHATA CHCTEMA
Penxu: rnasofonue
C HeuzBecTHA YeCcToTa: 3aMaliBaHe

Hapviiedua Ha ouunTe
C HEeHM3BECTHA YECTOTA: KCAHTONCHA, OCTpa MHOIMHA, OCTPA 3aKPHTOBLIBIHZ [JIAyKOMa, XOpoHJancH
H3INHB

CrJoBH RApYIIEHHS
C HeH3BeCTHA YECTOTA, HEKPOTHIHPALL BACKYNHT

CroMartHO-4peBHH HAPYIEHNA:
YecTH: raaeHe

C HeusBecTHA YecTOTA: NAHKPEATHT, CTOMALIEH AUCKOMpOpT

Xenaro-OWnHapHH HApPYLICHHA
C HeH3BECTHA YECTOTA: XeNATOLETYIapHa HbITEHULA, XONEeCTATHYHA JHKBITEHHLA

Hapyuienud Ha kOXaTa 4 NONKOKHATA ThKAH
C HeH3BeCTHA YECTOTA! nynyc-nonoﬁeﬂ CHHOPOM, peaKilHH Ha (QOTOUYBRCTBHTEIHOCT, KOXKEH BaACKYJIUT,

TOKCH'HA €MHAEPMAHa HEKPOIU3a, epuTeMa MynTHgopme

HapyiieHns Ha MYCKYHO-CKEIETHATA CHCTEMA, ChEAHHHTEIHATA ThKAH H KOCTUTE
C HeH3BecTHa vecTOTa: clabocT

Hapymenus Ha 6uOpeLMTe ¥ MHKOYHKTE OBTUIIA
C HeM3BECTHA YeCTOTa: HHTEPCTHUHaNEeH HedpuTt, 6s6pedHa AHCHYHKUMIA, [TIOKO3YPUs

O0ny HapyweHnd B eeKTH Ha MACTOTO Ha OPHIOKEeHHE
C HeH3BecTHA YecTOTa: MUPSKCHA

Hacnenpauus
C HeH3BeCTHA YeCTOTa: MOBHINEHW HHBA HA TPHCHUEPHIH

OnucaHue Ha H3OPaHH HEKEIAHH JIEKAPCTBEHH DEaKIHH

AGHOpMHa yepHOApoGHa QyHKUUA/9epHOAPOOHO HapyLIEHHE

[Moreuero cayuau Ha abHOpMHA YepHoapoGHa dyRKuM/YepHoapoOHO HapyineHHe OT
TOCT-MAPKETHHIOBHS ONUT ¢ TEJIMHCAPTAH HACTBHITBAT MPH NMALHEHTH OT ANOHCKH npouzxod. Ilpu
NALMEHTH OT ATIOHCKH MPOHM3XO/ CHINECTBYBA 0-r01AMA BEPOATHOCT 3a pasBHTHE Ha TE3H HEKCNAHH
peaKIHu.

Cencuc

B npoyusasero PRoFESS ¢ nabmoaasana nosHineHa 4€CTOTa HA CETICHC NMPH TE/IMHCAPTAH B
cpaBHeHHe ¢ taneSo. CrOUTHETO MOsKe 1a € cTy4dalia HaxOAKa WM Ja € CBBP3aHO C HEeTO3HAT 10
MOMEHTA MEXaHHIBM (B3K. Touka 5.1).

Hurepcrvuuanna Genoapobna Sonect
Cryuan Ha MHTepcTHUHANHA OenoapoGua Sonect ca A0KNANBAHH OT MOCT-MaPKSTHHTOBHA ONUT, BHB

BPB3KA ¢ IPHUEMa Ha TeqMicapTaH. [IPHYHHO-CIEICTBEHHA BPB3Ka 00aue He € yCTaHOBEHa. ..
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HemenanoMeH pak Ha xokara: Bb3 0CHOBA HA HATHYHHTE AAHHH OT ENHAEMHONOTHYHH MPOY4BaHUA e
Hab/lrofaBaHa 3aBHCHMA OT KyMynaTHBHaTa o032 Bpb3ka Mexay XXT3 m HMPK (sx. crio Touku 4.4
u5.1)

CrobuiaaHe Ha NOAOIHPAHH HEMENAHH peaklIMK

CHoBWABAHETO HA NOAOIHPAHH HEXKETAHH PEAKLMH CJIEA Pa3pelaBaHe 3a ynotpeba Ha JeKapCTBeHH
npoaykT ¢ BaxkHo. ToBa Mo3BoABA A4 MPOABDKH HABMIOAEHHETO HA CHOTHOLIEHHETO NMON3a/pHCK 32
nekapeTBeHHA NpoaykT. OT MeAUUMHCKHUTE CNELMANHCTH €€ H3IWCKBA 14 CbhobLIaBaT BCAKa NoJ03HpaHa
HesKeJTaHa PeaKuHs upe3: ChoOIHTe HekelaHH Peakliy MPEKTHO Hpes:

H3mbaHKTEIHA areHLHs 1o JiekapeTBaTa
va. . Jlaman [pyee” Ne8

1303 Codua

Ten.: +3592 8903417

vebcaiit: www.bda.bg
4.9 TIpeno3npane

ChINECTBYBa OTpaHHYeHa HHPOPMALMA MO OTHOLIEHHE HA MPe03UpPaHe HA TEIMHCAPTAH NPH X0pa.
TenmucapraH He ce oTaens npu xemoauanu3a. He e ycTaHOBEHO 10 KAKBA CTENEH XHAPOXTOPOTHA3HA
ce OTAeNs MpH XeMOIHATH3E,

CHMITTOMH:

Haii-H3apeHHTE NPOABH HA TIPEIO3MPAHE ¢ TEIMHCAPTAH Ca XHITOTOHHA M TAXHKAPAMA, a CBhIIO ce
crobiuarat U Gpaaukapaus, 3aMagHOCT, TOBHIIIABAHE HA CEPYMHHIS KPeaTHHHH H ocTpa 6p0peuna
HepocTarbuHoCT. [TpenosupaneTo ¢ XMAPOXIOPOTHAIHA, €€ CBbP3BA ¢ HAMANIABAHE HA ENEKTPOIHTHTS
(XMTIOKATHEMHS, XUTIOXIOPEMHA) M XHIIOBONHEMHA, ABDKAIIA Ce HA SKCIECHBHATA Hype3a. Haii-
4eCTHTE CHMITOMH Ha MPEIO3HpaHe ¢a TaJIcHE M COMHOJIEHTHOCT. XHMITOKAIHEMHATA MOXe Ja JIOBEIC
A0 MYCKY/IHH CTIA3MH H/WIH aKLIEHTYWpaHa apUTMuUS, CBBP3aHH ¢ €HOBPeMeHHaTa ynotpefa Ha
IHTHTATHCOBH PIHKO3HIH HIIH ONPEASACHH aHTHAPHTMHYHHA NEKAPCTBCHH MPOIYKTH.

Jleyenne:

TenmucapTan He ce oTAeNs Mpu xeMoauanu3a. [lauueHTsT TpaGea na Gble BHUMATENHO HabI00aBaH
H JIeUCHHETO TpAOBa na Obae CHMNTOMATHYHO H MOLTBPAKalLo. OBNalaBaHEeTO 3aBUCH OT BPEMETO Ha
npHeMaHe Ha NPOAYKTA H TEKECTTa Ha CHMIITOMHTE, [TpenopbunTeHUTe MePKH BKIIOYBAT
NPEA3BUKBAHE HA MOBPBILAHE H/WAH cTOMALIHA npomupka. [IpuiaraHeTo Ha akTHBEH BBIVIEH MOXe
aa ObAe NMoNe3HO NPH NedeHie Ha Npefo3vpaneTo, HeobGxoqumo e 4ecTo npocne/iABaHe Ha CEPYMBAUTE
EIEKTPOJIHTH M KpeaTHHUH. [IpH rosBa Ha XMTIOTOHHA, IALMEHTET TPAGBa 1a 6BAe MOCTaBeH B
Nerdano no rpso NonoKeHHe H GbP30 Ja ce MPHIIMKAT CONCEH H 00SMHH 3aMeCTHTENH.

5. DAPMAKOJOIMYHH CBOMCTBA
5.1 PapmakoTHHAMHYHE CBOIHCTBA

dapMakoTepaneBTHUHA rpyna: AHrHoTensuH Il antaronnctd H muypethum, ATC kox: CO9DA07

Tenmucapran / Xumpoxmoporuasng CTAJIA e komOuHauua ot adruoreHsHH [l penemropen
AHTATOHMCT TENMHCAPTAH M THA3HAEH RHYPETHK Xuapoxioporuazui. Ilpu koMOuHMpaHETO HM TE3H

CHCTABKH MMAT AJHTHBEH AHTHXUMEPTeH3HBEH €(eKT, KOSTO BOAM 10 MO-TOJLIMO Hayun a
. 1
KPBbBHOTO HanAraHe - &n\ f*_s!'ﬂf)_n

OTKOIIKOTO, aKO ¢a NpHIokeHn nootaento. Teamucapran / Xuapoxnoporuasu, C éﬁ‘k,’ npqeﬁ
BE/IHEK JIHEBHO B TEPANIEBTHYHH JI03H, BOAH 0 e(QeKTHBHA H NI2aBHA PEIYKLHA HA Kp*bhﬂm*o Hamral-[e R
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MexaHH3EM Ha JEHCTBHE

TenMucapTaH e nepopanso edekTiBeH W cneundnyer aHrvoTeHsHH Il peuenTopet aHTArOHHUCT (THIT
AT). Toit M3MECTBa ¢ MHOTO BHCOK aHHHTET aHTHOTeH2HH I 0T HEroBoTO MACTO HA CBBP3BAHE B
AT) peuenTOpHHA NOATHI, KOHTO € OTTOBOPEH 34 U3BECTHHTE NCHCTBHA HA AHTHOTEH3HH IL.
Tenmucaprad HAMA AOPH M YACTHYHA arOHHCTHYHA akTHBHOCT cnpaMo AT peuenropa. Tenmucapran
ce cebp3Ba cencktHeHo ¢ AT, peuentopa. Cebp3BaseTo e NpombkUTENHO. TeMHCcapTaH He MoKa3Ba
aMHMTET KbM APYTH peuenTtopy, Bkmountento AT2 u apyru no-cnaGo xapakrepusupans AT-
peuentopy. OYyHKUMOHANTHATA PO HA TE3U PELEHTOPH He € U3BECTHA, HE © WIBECTEH i ¢PeKTET Ha
TAXHATA BB3MOKHA CRPBXCTUMYTIAUS OT aHTHOTEH3HH [, YHHTO HMBA Ca NOBHIIEHH OT TEJIMUCAPTaH.
HupaTa Ha Na3MeHHa aIOCTEPOH ca MOHKXKEHH OT TenMucapTaH. TeamucapTaH He HEXHOKpa
YOBEIIKMA NTA3MEH PEHUH M He Griokupa HOHHHTe kaHanu. TenMucapran He MHXUOMPa AHMAOTEHIHH
KOHBEPTHPAILHA €H3KMM (KHHMHa3a 1), eH3uMET, KoiiTo chllo pasrpaxaa OpaaukuHHHa. [lopaay Toea
HE Ce OYaKBa Ja NoTeHUHpa GPMHKHHHH-MCJ],HH]‘J&HHT‘? HEXKETaHH NEKapCTBCHH DCAKLHH,

[Mpu xopa po3aTa oT 80 mg TeIMHCAPTAH NMOYTH H3LANO HHXHOHpa NPeAH3BHKaHOTO OT aHTHOTCH3HH
Il nopuaBaHe Ha KpLBHOTO HaAraHe, HHXMOHTOPHHAT edekT ce noanbppxa Hax 24 vaca, KaTo Bee
oule Moke aa Obae ycraHoBeH 1o 48 uaca.

XuapoxnopoTHasHa € THa3UAEH AHYPETHK. MeXaHW3MBT, 10 KOMTO THA3HAHHTE AHYPETHUH TIOCTHraT
AHTHXHIIEPTEHIUBHUA CK €EKT, He € HANBIHO W3ACHEeH. THARUTUTS OKA3IBAT BLANCHCTBHE BHPXY
MeXaHu3MHTe Ha pealcopbuus Ha enexkTponuTH B GuOpeunuTe TyOynad, KaTO AMPEKTHO TIOBHILABAT
EKCKpeLMATa Ha HATPHH M XNOp B npuONHINTENHO eKBHBANEHTHH KOMHYECTBA. JIHYpeTHHHOTO
JeHcTBHE Ha XHAPOXJIOPOTHA3MA HaMandea ruazMeHus ofeM, MOBHINABA AKTHBHOCTT2 Ha PEHHUH B
I1a3MaTa, YBCIHYABA €KCKPEUHATA Ha aAOCTEPOH ¢ MOCAEIBAIIO YBEIHYCHHS HA Ka/IHA B YPUHATa i
3aryba Ha OukapGoOHATH, ¥ HAMANSBA HUBATA Ha Kamuuii B cepyMa. CuMTa ce, e €AHOBPEMEHHOTO
NMpHIOKEHHE Ha TeMHcapTaH, BIOKApaHeTO Ha CHCTeMAaTa PeHHH-aHTHOTEH3HH-aA0CTEPOH, BOAW 10
obparen edeKT MO OTHOWIEHME HA 3ary(ara Ha Kaluid, KOATO ce JBJDKH Ha Tesu auyperuuu. Ilpu
Npunarade Ha XHIPOXJOPOTHA3UI HAYANOTO HA AHype3aTa € ciel 2 uaca, Karo NWK Ha edekra ce
nabmonaea ¢nen oKoNo 4 yaca H IEPCHCTHPA B NPOABIKEHUE Ha NPHOAH3NTENHO 6-12 yaca.

Knunnuna ed#kacHocT H 6e30MacHOCT

JleveHne HA ecEHLHATHA XHITCPTOHHA

Crien npunarade Ha mbpBaTa f03a TEIMHCAPTaH ce Habmo/1aBa MOCTEIEHHO 1105Ba Ha
AHTHXHIEPTEH3HBHA aKTHBHOCT B paMKHTe Ha 3 Yaca. MakcumanHara peyKius Ha KPBBHOTO
HanArade c€ JOCTHra HAITLIHO B PAMKHTE Ha 4-8 ceIMMLIM C/IER HAYATOTO HA JIEYEHHETO H C€
MOAABPIKA Ypes [IPOABDKHTENHA Tepanud. Cnea npuemaHe Ha 103aTa AHTUXHICPTCHIUBHHAT edeKxT
NICPCUCTHPA TIOBEUE OT 24 vaca, KaToO BKMOUBA M NOCNEAHHTE 4 4aca Npeay CNIEABALILOTO PHIOKEHHE,
KAaKTO MOKAa3BAT aMOyNaTOPHHTE W3MEPBAHHA Ha KPBBHOTO Hanarane, ToBa € MOTBLPACHO H OT
M3MEPBAHMATA B MOMEHTa HA MAKCHMaNHHA eDEeKT H HEMOCPEACTBCHO MPEAH NPHEMA Ha Ce/BallaTa
1032 {CHOTHOLIEHHETO MUHAMAJIHH KLM MAKCHMAMHM KOHLEHTDALMH, KOETO € mocToaHHo Han 80%
cren nmpyeM Ha 1034 oT 40 ¥ 80 mg TenMucapTad np# miauebo KOHTPONHPaHH KITHHHYHH HPOY4BAHHA).

[Tpy nayeHTH ¢ XHIEPTOHHUS TEIMECAPTaH PeAyLHpa K CHCTOIHOTO M AMACTONHOTO KPLBHO
Hajarase 6e3 1a NOBIHABA IMYJICOBATA YECTOTA. AHTHXUNIEPTCH3UBHATA epHKACHOCT Ha TeNIMHUCApTaH
€ CPaBHMMA C Ta3d Ha MPOAYKTH, IPEACTABATEH Ha IPYTH KNAcOBE aHTHXHNECPTEH3HBHH IEKAPCTBEHH
MpoaykTH (YCTAHOBEHA MPW KIHHWYHH H3OMTBAaHWA, CPaBHABAild Te/MMHCApTaH ¢ aMJIOAMIHH,
aTCHOJIOJ, EHANATNIPHA, XHAPOXJIOPOTHAIU W TH3UHOMPHIT).

Tenmucapran / Xunpoxnoporuasua CT. 80 mg/25 mg:

B 1B0HHO-C/IANO KOHTPONMPAHO KNHHHYHO H3NHTBaHe (=637 nauueHTy, OLCHEHH 34 e(puracHocT)
[IpH MALMEHTH, KOHTO HE Cé NOB/MABAT OT TeueHHeTo ¢ koMGHHaumaTa 80 mg/12,5 mge . m;\\
HabnioAaBaHO MOCTENEHHO YBEHYAaBaHe HA e(heKTa Ha IOHIKABAHE HA KPBBHOTO Han:?( ST 0
2,7/1,6 mm Hg (CKH/JIKH) npu xom6unaumaTa 80 mg/25 mg cnpaMo NpoAb/AKHTENHS f
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komGunamaTa 80 mg/12,5 mg (pasnuka B cpeIHHTE (IPOMEHH, KOPHTHPAHH CNPIMO H3XOJHOTO
HHBO). B nocieasamo KIMHHYHO HAMUTBAaHE ¢ KoMOHHaMATa 80 mg/25 mg ce Habmoaasa
JOMEJHHTENHO NOHWKABaHE Ha KPBBHOTO HafAraHe (M3passBatlo ce B 0610 NoHWwKaBaHe ¢
11,5/9,9 mm Hg (CKH/TKH)).

B 06061eH aHaH3 OT ABE CXOAHH 8-ceAMHUYHK ABOHHO-CIIENH MNaueb0 KOHTPOIHPAHH KITHHHYHH
H3nuTBaHug cnpamo 160 mg/25 mg sancapran/xuapoxaoporuasua (n=2 121 nayueHTH, OUeHeHH 32
¢pHKacHOCT) € HaGMoAaBaH 3HAYHMO MO-TONAM e(eKT Ha NOHHKABAHS HA KPHBHOTO HANATAHE ©
2,2/1,2 mm Hg (CKH/IKH) (paznuka B cpefHUTE NPOMEHH, KOPHTHPAHH CPAMO H3XOAHOTO HHBO) B
nonza Ha koMGrHauMATa 80 mg/25 mg TenMuUCapTal/XUAPOXIOPOTHAIHAL

TTpH BHE3aMIHO MPeKbCBale Ha AEUCHHETO ¢ TEMMHCAPTaH KPbBHOTO HAIATAHE MOCTENCHHO Ce BPhIla
/10 CTOHHOCTHTE Npeay JEYEHHETO, 38 NePHOA OT HAKONKO AHH Ge3 HaHHH 3a pebayHI XHIEPTOHHYEH
edexT.

CrnyqaunTe Ha cyxa KallJHLA €a 3HAYHTETHO MO-MAaNIKO NPH NaLHEHTH, TPETHPaHH ¢ TEIMHCAPTAH,
OTKOIKOTO NPH TaKMBa, HA KOMTO €A NaBaHW HHXHOWTOPH Ha aHTHOTEH3MH KOHBEPTHPALLUA CH3UM B
IIHHHYHH NPOYYBAHHL, AUPEKTHO CPABHABALLH ABETE AHTHXHIEPTEHIHBHH NEUSHHA.

[MpopunakTKa Ha CHLPACHHO-CHIOBH HHLIMACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA eeKTHTE OT MPWIOKEHHETO HA TEIMHCAPTAH, PAMHUIIPHA M KOMOHHALMATA OT TEAMMCAPTaH
H PAMMIIPHIT BBPXY Pe3yTATHTE 10 OTHONIEHHE Ha ChpAEeYHO-ChAOBATA CHCTeMa, MPH 25 620 nalueHTy
Ha BB3pacT > 55 roaMHy, ¢ aHAMHE3a 32 KOpOHapHa apTepHania 00JIECT, MOIBYEH HHCYNT, MPEXOAHO
HapyLIEHHE Ha MOYBLYHOTO KpEBOOGpallieHue, YBpexXaaHe HA MeprdiepHE apTepHH HIIH 3axapeH auaber
THN 2, CHITBTCTBAH ¢ JaHHH 3a YEPEXXAaHe Ha MPHLEIHUTE OpradH (Karo peTHHOMATHI, IeBOKaMepHa
XHNepTpodHR, MaKpo- HIH MHUKpOANOYMHMHYPHA), KOHTO C€a MOMY/MAlKs ¢ PHCK OT HAcTHNIBaHE Ha
CbPAEYHO-CH/I0BH HHIHASHTH.

[MauMeHTHTE ca paHAOMUIHPAHH B €IHa OT CEJHHTE TPH rPYNH 3a neveHute: reamucapran 80 mg (n=8
542); pamunpun 10 mg (n=8 576) wix kombGuHauma ot Tenmucaprai 80 mg u pamunpun 10 mg (n=8
502), TI0CIEABAHO OT MPOCNEASBAHE ChC CPEAHA PORBIKHTENHOCT OT 4,5 roAMHH.

Tenmucaprat nokasea cxoAeH edekT ¢ paMHIIPHN [0 OTHOLLEHHE HAMATIABAHE HA MbPBHYHATA ChCTABHA
KpakHa TOUKA OT ChPASYHO-CHAOBA CMBPT, Hedaranter HHOAPKT HAa MHOKapAa, HeaTalneH MOIbYEH
MHCYAT WTH XOCTIHTAIM3ALHA IOPaaH 32CTOHHA ChpcUHA HEOCTaTh4HOCT, YecTOTaTA HA MbPBUYHATA
KpaiiHa TOYKa € CxO/1Ha B IpymATe Ha TenMucapran (16,7%) u pamunpun (16,5%). KoeguuHeHTBT Ha
PHCK TIpH TeNMHCApTaH cipamo pamunpun ¢ 1,01 (97,5% CI 0,93 -1,10; p (He no- Manka egHKacHoCT)
= 0,0019 opu Mapxk o 1,13). TIpOUEHTHT Ha cyYauTe Ha CMBPT 010 BCAKA NIPU4MHA € ChoTBETHO 11,6%
# 11,8% npu maumeHTHTE, NEKYBaHH ¢ TEIMUCAPTAH H PAMHITIPHI.

YCTaHOBEHO €, Ye e(eKTHBHOCTTA HA TEIMECAPTAH € CXOfIHA C Ta3H Ha PAMHMNPHI NPH NpeABAPHTEITHO
OMnpejeeHaTa BTOpHYHA kpaiiHa e/ 0T ChPASHHO-CHI0BA CMBPT, HedaTaneH HHapKT Ha MHOKApAa 1
uedaranen Moswuen mpHCyIT [0,99 (97,5% CI 0,90 —1,08; p (4e mo-manka eduxachoct) = 9,0004)),

MbpBHYHa Kpaiita ten B pedepenthoto npoy4sane HOPE (The Heart Outcomes Prevention Evaluation
Study), koeTo u3cnensa edekTa HA PAMHIPIUT CTIPAMO TTAueGo.

B npoyusanero TRANSCEND ca panaoMManpaHn TNaunneHTH € HENOHOCHMOCT KBM ACE-]
HHXHGHTOPH, HO MHAYE ChC CXOHH KpMTepHM 3a BKIKUBaHE Kakto B npoyusaHero ONTARGET B
rpyma, puemaiita tenmucaprad 80 mg (n=2 954) unn nnaneto (n=2 972), kato ¥ ABaTa NpPOAYKTA C¢
NpHAAraT B AOMTbIHEHHE KEM CTAHAAPTHOTO NeveHHe. CpeJHaTa NpOABDKHTENHOCT Ha MPOCTICASBAHE
& 4 roaunn v 8 Mecena. He ce ycranoBsBa CTATHCTHYECKH 3HAUHMA PalivKa B 4eCTOTATA Ha %a\
ChCTaBHA KpaitHa Touka (CHpPAEYHO-CHAOBZ CMBPT, HedaTaneHn WHGAPKT HA MHOKapia

MO3BYEH HHCYJIT WIIM XOCMHTANIM3ALHSA NOpaH 3aCTOHHA CHpASUHA Henoc'ran.quocr) §§ ,% B rpyna'r&
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HA TenMucapTan | 17,0% B rpynaTa Ha mwiaue6o, ¢ koedpuuuedt Ha pick 0,92 {95 % C10,81 -1,05;p =
0,22)]. Vima naHHM 33 Mof3aTa OT TEIMMCAPTaH B CpaBHeHHe ¢ Iauedo Mo OTHOIEHWE Ha
NpeABapuTENHO ONpeleieHaTa BTOPHYHA CBCTABHAa KpalHa TOYKAa OT CBPACYHO-CBAOBA CMBPT,
Hedatanes MHdapKT Ha MMOKApAA H HedaTtanes Mossuer uucyr [0,87 (95% CI10,76 ~1,00; p= 0,048).
HAMa JaHHM 3a MOM3a N0 OTHOMIEHHE HA HAMAIABAHE HA ChpPAeUHO-CHAOBATA CMBPTHOCT (KOEHLIMEHT
na puck 1,03, 95% nosepurenex watepean 0,85 —1,24).

Kamnuua ¥ aHroenem ce cuo0IaBaT no-paako MpH NALMEHTH, NeKYBaHH ¢ TEIMHCAPTaH, OTKONMKOTO
MPH NAHEHTH, IEKYBAHK ¢ PAMMITPHIL, AOKATO NPH Teparus ¢ TEIMHCAPTAH M0-4ecTO e chobluasa 2a
CyYaH H& XHITOTOHMS,

KoM6uHipaHeTo Ha TeNMHCApTaH ¢ PAMHIPUI HE 1aBa ACITLIIHHTEIHA [10/13a CNPAMO CaMOCTOATENHATA
TEparnua ¢ paMHNpUil MTH TenMucaptad. ChpaeyHO-ChAOBATA CMBPTHOCT H CMBPTHOCTTA MO BCAKA
NPUUMHA, KATO YHCTEHO W3PAKEHME, CA NO-BUCOKH NPU KOMOUHUPAHOTO neucHue. OCBEH TOBA, UMA
3HAYMMO MO-BHCOKA YECTOTA Ha XUMepKanineMus, 6B0peuHa HEAOCTATHYHOCT, XHIMOTOHUA H CHHKOT B
paMoTO ¢ NAUMEHTH Ha KOMOHHIpPaHo nevenye. [lopaaH Ta3n MPUYHHA, EIHOBPEMEHHATa ynotpeba Ha
TENMHUCAPTaH U PAMHIIPHIT HE ce [IPenopbyBa NPH Ta3H MOITyNalHA.

B npoyusaHeTo “ITpodHnakTHueH PexHM 32 €PEKTHEHO MPEANa3BaHe OT MOBTOPEH MO3bYEH HHCYIT”
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu naupeHTH Ha 50
TOAMHHA WK M0-Bb3PACTHH, KOHTO HACKOPO Ca MOMYUHIH MO3BYEH HHCYAT ce 3a0eNn3Ba NnopHileHa
YECTOTA HA BL3HWKBAHE Ha CETCHUe NPH TEMHCAPTaH B cpaBietke ¢ nnanebo, 0,70% capsmo 0,49%
[RR 1,43 (95 % nosepurenex untepean 1,00 — 2,06)]; yecToTaTa Ha BB3HHKBAHE Ha CEMICHT C (pataneH
H3X0/l € IOBUILEHA MPH NAUMEHTHTE, MpHeMalH Tenmucaprad (0,33 %) cnpamo naudeHTHTe Ha
mrauebo (0,16 %) [RR 2,07 (95 % noseputeneH uutepsan 1,14 — 3,76)]. Habmoaaganara noeHiieHa
4EeCTOTAa Ha Bh3HMKBAHE HA CEMCHC, CBLP3aHa ¢ yNoTpebaTa Ha TENMHUCAPTAH MOXKE 1a € Cly4aiiHo
OTKPHMTA WK A3 € CBBP3aHA ¢ MEXaHH3bM, KOIHTO € HEMO3HAT 33 MOMEHTA.

3a cera He ca yeTaHOBeHH edhexTHTE Ha TeNIMECAPTaH BEPXY CMBPTHOCTTA M CBPAESHHO-CBA0BATA
3a0oneBaeMocT.

Jlpe roteM# paHOMHIHpaHH KoHTponupanu npoyusauus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rno6anHo u3nurBaHe 3a KpaiHH
TOYKH Ha TEMMHCAPTAH, CAMOCTONTETHO B B koMOuHauus ¢ pamunpun) 1 VA NEPHRON-D (Knunuuso
Mpoy4BaHe CBBP3aHO C PasBUTHE Ha HedponaTHa npu aHaGeT, MposeAeHO OT MHHHCTEPCTBO MO
BBIIPOCHTE Ha BETEpaHMTe) — NpoyusaT ynorpebara Ha komGuuaumara ot ACE wuxuburop u
aHruoTeHsHH Il-penentopen 6aokep.

ONTARGET e npoyusaHe, NpOBEACHC MNpH NalEHTH ¢ aHaMHe3a 3a CbpPACHHO-CBHAOBA HIH
MO3LUHOCEIO0BA HONECT, HIH 3aXapeH AuabeT THII 2, MPHAPYXEHH ¢ JaHHH 32 yBpe:KaaHe Ha eheKTOpHH
oprauu. Buxre cbiio uHGopMaUdaTa o3arinabeda “TIpoduaakTHKa Ha ChpACYHO-ChI0BH HHIHJIEHTH",

VA NEPHRON-D e npoyusane npy naguents cbe 3axapet auaber tvn 2 u auabetna Hedponatus,
Te3u MpoyUBaHHA He MOKA3BAT 3HAYHM GnmaronpuaTed ediekT BBPXy ObOpeuHMTe W/HIH ChPACYHO-
CBACBHTE MOCAEAMIM H CMBPTHOCT, Karo ChIIEBpeMEHHO ¢a HaOMoRapaHH NOBHIICH PHCK OT
XHIEPKATHEMHA, OCTPO YBpeXkaaHe Ha ObOpeLuTe H/HTH XHIIOTOHHA B CPABHEHHE C MOHOTCPANHATA.
Kato ce UMaT npeaBHA CXOAHHTE MM dapMakoHHaMHHHH CBOACTBA, TE3H PE3Y/ITATH Ca NPHIIOKHMH H
3a apyru ACE unxuGuropu u anruotensut Il-penentopuu 6nokepH.
ACE HHXxu6HTOpH M aHrHoTeH3HH [[-pelienTopHH GROKepH ce10BaTeNHO He TpaGBa Ja ce H3MOM3BAT
€/IHOBPEMEHHO NMPH NaUKeHTH ¢ AuabeTHa HedponaTHs. _

yas r\,—\\\ Aﬂ QO\

ALTITUDE (KnuHe4HO Hpoy4BaHe NIPOBEACHO ¢ ANMCKHPEH NPH NALHEHTH ChC ?'f“!?HRﬂ-l THADET THAY
2 ¢ U3NONA3BAHE HA CHPAEYHO-CHAOBH H 6BOpeyHH 3a60ABaHHA KATO KPaHHH TOUKY @nﬁoytnsane, ;\
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NpeHAZHAYEHO Ja M3CIEABA NTON3ATA OT 105aBAHETO HA ANKCKHPEH KbM cTangapTHa Tepamus ¢ ACE
MHXMOUTOP unw anruoTersuk Il-petienTopen Grokep NPy NALWEHTH CLC 3aXapen anabeT THil 2 1
XpoHH4HO ORGpeuHo 3a6onasane, cepaeuHo-cha0B0 3abongsane WK i apete. IIpoyusaHeTo ¢
NPEKPATEHO NPEAEBPEMEHHO TIOPAJiM MOBKLIEH PHCK OT HeOMaronpuaATHH nocneauuy. Kakro
CHPACUYHO-CBAOBATA CMBPT, TAKa H HHCY/ITHT C2 MO-YeCTH B rpyMaTa Ha alliCKHPEH, OTKOJKOTO B
rpynara Ha nnaueGo, a MpeacTaBNIBAIMTE HHTEPEC HEXKENAHH ChOHTHA H CEPHO3ZHH HEMKENAHH
CHOHUTHA (XUTIEPKATNEMHS, XUIMOTOHHUA H GBOpeuHa arucdyHKUMA) ce cpoOLIARAT NO-YECTO B rpynara
Ha AJTUCKMPEH, OTKOJIKOTO B rpynata Ha nuauedo.

EnnaeMHoNoruHuTe (Ipoy4eatia [OKA3BaT, 4 AbArOCPOUHOTO NeUeHMe ¢ XMAPOXAOPOTHAZUA
HAMafABa PHCKA OT ChPACYHO-ChA0BA 3a00/1€BAEMOCT H OT CMBPTHOCT B PE3yNTaT Ha CbpPACHHO-
chaosH Gonectu. Kbm MomenTa edekriTe Ha PHKCHpaHaTa 1030Ba KOMOHHALHA
TEIMUCAPTAH/XHAPOXTOPOTHATHA BHPXY CMBPTHOCTTA H ChPACHHO-ChAOBaTA 3A00NeBaSMOCT HE ca
H3BECTHH,

[lenuarpruHa nomynauus

Erponefckara areHiMa No nexapcTeata oceof0Kaasa OT 3a0b/DKEHHETO 38 MPEAOCTABIHE HA
pe3yNTATHTE OT MPOYUBAHUATA C TEAMHCAPTAH/XHAPOXAOPOTHASH] BBB BCHYKH TIONTPYIH HA
NeAHATPHYHATA MONY/IALMS NIPH XHIIepTOHUA (BXK. Touka 4.2 3a wHGopMallig OTHOCHO yNnoTpeba B
NeHaTpPHATA).

Hemenanomen pak Ha Koxata: Bra ocHORa Ha HANMYHHTE AAHHH OT MUAEMHONIOTHYHH NPOYUBAHNA
¢ HaGNIoAaBaHA 3aBHCHMA OT KyMYJlaTHBHaTa f103a Bpbika mekay XXT3 u HMPK. Enxo mpoyusane
BKJTIOHBA NIOMMyNTalus, ¢heTogia ce oT 71 533 cnyuau va BKK 1 8 629 cyvan na CKK, u nonynaums
or cwotBetHo 1 430 833 u 172462 noaxomaum koHTpond. Bucoxara ynorpeba wva XXT3
(kymynarusno >50 000 mg) e cewpsana ¢ kopurupan OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98
(95% JH. 3,68-4,31) 3a CKK. HabniogasaHa e sicHa Bpb3Ka KyMy.laTHEHA J103a-0TrOBOP KaKTO 34 BKK,
taka i 3a CKK. JIpyro mpoy4sane nokassa BE3MOMKHa Bpe3ka Mexny paka Ha ycrHute (CKK) n
ekcrosuumsata Ha XXT3: 3a 633 cnyyad Ha pak Ha ycTHuTe ¢ noadpaHa monynauma ot 63 067
MOAXOMMIH KOHTPOMM, KATO C€ M3IIOI3BA CTPATErHA 34 BieMaHe Ha MpoOH, ONpede/ieHa OT pHCKa.
JleMOHCTpHpasa € BpBIKA KyMYJNaTHBHA N033-0Trosop ¢ kopurwpad OR 2,1 (95% JIH: 1,7-2,6),
napacteaw o OR 3,9 (3,0-4,9) 3a Bucoka ynotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BUCOKaTa
KyMynaTusHa fo3a (~ 100 000 mg) {Bx. cbluo Touka 4.4).

5.2 dapMakoKHHETHYHH CBOHCTBA
EAHOBPEMEHHOTO IPUIIOKEHHE HA XHRPOXITOPOTHA3HE K TEIMUCAPTAH NPH 3/paBH CYOEKTH He
MpoMeHA (papMaKOKMHETHKATa Ha KOATO H Ja € OT ChCTABKUTE,

Abcopluns

Tenmucapran: [THKOBHTE KOHLIEHTPALMH Ha Te/IMMCAPTAH Ce MocTHraT B pamMkuTe Ha 0,5 — 1,5 vaca
cles nepopaleH npreM. AGcomoTHaTa GHOHAMTHYHOCT HA TeJIMKCapTaH B Jo3H 40 mg i 160 mg ¢
cboTBeTHO 42% 1 58%. XpaHarta nexo cHWxkaBa OHOHANHYHOCTTA HA TeJIMHCAPTaH KaTo peayKLKATA
Ha 06:1aCTTa N0/, KPHRATA TNa3MeHa koHUeHTpauMa-speMe (AUC) Ha TenMHcapTaH e oT okono 6%
npu 40 mg no3a 1 oxono 19% npu 160 mg go3a. Tpu 4aca cliel NPHIOKEHHE MIA3MEHHTE
KOHLIEHTPALIMM ca MOR0BHM, HE3ABUCHMO AA/TH TEIMUCAPTAH € MPHIIOKEH Ha TaHo HiH ¢ Xpauna. He
ce ouaksa cnabara peaykuus B AUC [a npendsBuKa peAyKuns B TEPaneRTHUHATA eduKacHOCT.
TenmucapTa He KyMyJIMpa 3HaUHTEIHO B [L1a3MaTa NPH NOBTOPHO NPUIONKEHHE.

Xuppoxnopotuasua: [[MkoBuTe KOHIEHTPALME Ha XHAPOXIOPOTHA3K C& NOCTHTAT B PAMKHTE HA
npubmautento 1,0 — 3,0 vaca ciien nepopanen npuem Ha Tenmucapran / Xnnpoxnopm_gﬁjm]‘_ >
AGcomoTHATa  OMOHANMYHOCT, 0asMpaHa Ha  KyMY/JATHBHATA  peHalHa f&g&@éﬂ;{ﬂ*»}ﬁ%_
XHAPOXJIOPOTHAZH], € okono 60%. dss T
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Paznpenenenue
TenMucapTaH ce CBBp3Ba B ro/iAMa CTeNeH ¢ ruiasMeHKHTe NpoTeHH: (>99,5 %), rnasHo ¢ anbyMHH K
angal kucen rmokonporenH. CpeauudAT npusraeH obeM Ha pasnpenencHue e okomo 500 1.

XuIpoXNopoTHAIH] Ce CEBP3Ra B 68% C NNa3MeHHTe NMPOTEHHH H OPHBHIHHAT My ofeM Ha
pasnpeaenenue ¢ 0,83 — 1,14 kg,

Buorpanchopmanns

TenmucapraH ce MeTabomH3Upa Ypes KOHIOrarHua kato o0pa3sysa GapMakomOrH4HO HEAKTHBEH
AUUICIICKOPYHEA, [NIOKOPYHHABT HA OCHOBHOTO BEECTRO € CAUHCTBEHUAT METAlONKT,
MIeHTH(HIKpaH NpH HoBeka. Cren eqHOKpaTHa f03a Oendzal ¢ pajlMOAKTHBEH BBIIISPOA

“C TenMucapTaH rOKOPYHHABT NpeacTapiaea npubnusutento 11% ot u3MepeHaTa pATMOaKTHBHOCT
B

nnasMata, H30eH3uMuTe Ha LuToxpom P450 HaAMar yuacTHe B MeTabon13Ma Ha TEIMECAPTaH.
Xuapox:topotHazua He ce Metabonusupa npu xopa.

Emumuanpane

Tenmucapran: KakTo cnes iHTpaReHO3HO, TAKA M cIe] NEpopanHo MPHIIOKEHHE Ha

" C OGenszad TenMHcapTa, NO-rojiiMaTa 4YacT OT mpuerata fAo3a (>97%) ce enuMHHHpa ¢
u3npakHeHUsTa upes OWinapya ekckpelus. B ypHHaTa ce OTKPHBAT CaMO HE3HAYHTEIHH KONUIECTRA.
ToranHus nnasmeH

KJIMpPBHC Ha TEMMCAPTAH Cliel MepopasiHo nprnoxenue € >1 500 ml/min. TepMHHATHHAT NOMYHKHUBOT
Ha eJIMMHHHpaHe ¢ moseve oT 20 vaca.

XuapoxnopoTHasHl ¢e EKCKPeTHpa M3LIAI0 HempoMeHeH ¢ ypuHata. Okono 60% oT nepopanHara aosa
ce eJHMHHHpa HenpoMeHeHa f0 48 vaca. BufpeunusT kinpwHe € okono 250 — 300 mi/min.
TepMHHATHHAT ETUMUHALMOHEH MOMYKUBOT € 10 ~ 15 uaca.

JInueiinocT/neTnneitfocT

TenamucapTan: GapMakOKMHETHKATA Ha NEPOPATHO TIPIIOKEHHS TeAMHCApTaH ¢ Ao3K ot 20 — 160 mg
¢ HenMHe#iHa, KaTO ce HadMoAaBa HEMPOMOPLMOHANHO NOBHIUCHHE HA MIA3MEHHTE KOHLEHTPAUHH
(Cmax 1 AUC) ¢ nopuInaBate Ha /103aTa.

XunpoxaopoTHasHi nokassa AuHeitHa hapMakOKMHETHKA.

CHenHanHH NONYJATHH

Crapuecka pp3pacT

dapMaKOKMHeTHKATa Ha TEIMHCAPTAH HE CE pa3NyaBa MeXy MO-MJIa/M M NalUeHTH Ha Bb3PacT Haj
65 roguHe,

IMoa

IIpH skEHH MIA3MEHMTE KOHLCHTPALHK Ha TenMHcapTas o0u4aiiio ca 2 3 NbTH NO-BHCOKH,
OTKOJIKOTO TIpH MbXke, B KIHHHYHHMTE Mpoy4BaHHA, 00aue, NPy XKEHHU HE Ce Ha0MoAaBaT 3HAUMMO
YBeJIHHEH OTTOBOP Ha KPBBHOTO HAAraHe WM HYeCTOTaTa Ha OpPTOCTaTHYHa XHitoTonHs. He ce Hanara
npeuM3HpaHe Ha Jo3ara. [IpH eHH nMa TeHACHINA KbM N0-BUCOKH IA3MEHH HHBA Ha
XUAPOXAOPOTHA3H/L, OTKONAKOTO NpH MbKe. Tosa obaue HAMA KIHHHYHA 3HAUUMOCT.

brOpeano yepeagane

BLOpeyHaTa eKCKpEIUsA He JOMPHHACS 32 KIMPbHCA Ha TenMucapTad. Cropea orpaHHYeHHs ONHT NpH
MALHEHTH C JIeKO 0 CPEHO H Texko 6b6peuto yBpexkaane (kpeaTHHHHOB KnupbHe 30 — 60 ml/min,
cpenso okono 50 mi/min), He ce HANara KOpUrMpaHe Ha SO3ATA PY MAMEHTY ¢ HamaneHa Gu0peuna
dynxuma. TenMucapTaH He Moke fa 6b1e OTAeNeH NpH Xemoadamisa. [Ipn nauHeHTH ¢ Hapy)
GB6peHH (YHKLHHM CTENEHTA HA e/THMHHKpPaHe Ha XHIPOXTOPOTHA3HA € peaylHpaHa. B eﬁm\
THITAYHO MPOYy4BaNe, BKAIOYBALLQC NALUMEHTH ChC CPEIEH KPEATHHWHOB KNupbHC 90 mlf oy,
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NONYXKMBOTA HA SAUMUHUpANE Ha XUAPOXIOPOTHasKT ce yeenusasa. [1py dynkumonanso aHehputitmu
NalMeHTH eNTHMUHAUMOHHIA [OMYKHBOT € okomo 34 Haca.

Yeproapodno yspexknane

dapMaKOKHHETHYHHTE NPOYYBAHHA NPH NALMEHTH ¢ YepHoApoBHO yBpeXkaaHe MOKA3BaT NOBUILIABAHE
Ha abcomoTraTa GHOHATHYHOCT 110 0k01o 100%. INpH nauueHTH ¢ 4epHOAPOOHO YBpekaaHe
EeNHMHHALHOHHHAT NONYKHBOT HE € NpOMEeHeH.

5.3 Ilpeak/MHHYHY A2HHH 33 GezonacHOCT

Tenmucaprap/Xuapoxmoporuazug CTAA 40 mg/12.5 mg

[Tpy NpeaKMMHUTHA NPOYYBaHHA 3a O€30MacHOCT ¢ eAHOBPEMEHHO NPHIIOKEHUE HA TEIMHCApTaH H
XHAPOXIOPOTHAZH TPH HOPMOTCH3HBHH NUTBXOBE H KYY€Ta, 103H, CPaBHHMH C Te3U B KTHHHYHHA
TepaneBTHUEH AHANA30H He NPEIH3BHKBAT edeKTH, pasNUyHu OT HalnioAaBaHUTE NPH
CaMOCTOATENTHOTO MPHIOKEHHE Ha ABeTe BewtecTsa. HabmonasaHuTe TOKCHKOMOHYHE TPOMEHH
HAMAT OTHOIUEHHE KM H3NON3BAHETO 32 TepareBTHYHH UEAH PH YOBEKA.

Tenmucapran/Xunpoxnoporuaszug CT. 80 mg/12.5m

[Tpu NpeAKNMHUYHH MPOYYBAHHS 3a $E30MaCHOCT ¢ eAHOBPEMEHHO NIPH/IOXKEHHE HA TENIMHCapTad 1
XHAPOXITOPOTHAZHA NPH HOPMOTEH3WEHH ITBXOBE H Ky4€Ta, 034, CPAaBHUMH ¢ TE3H B KIHHUYHA
€paneBTHYEH JHAA30H He NPEAU3IBUKRAT eeKTH, Pa3TH4HK OT HabMoAaBaHHTE NPH
CAMOCTOATETHOTO TIPWIOKEHHE Ha JiBeTe BewecTsa. Habmonasanure TOKCHKOMOTHYHE IPOMEHH
HAMAT OTHOLIEHHE KBbM H3NOI3BAHETO 33 TEPANeBTHYHH LIETH NPH YOBEKa.

Tenmucapran/Xuapoxnoporuazna CTAJIA 80 mg/25 mg

He ca npoeewiaHM MpelKNIHHHYHA TIpOy4YBaHWs ¢ (HKCMpaHaTa [030Ba KOMOMHALHSA
Tenmucapranw/Xuapoxinoporuasng CTAJIA 80 mg/12,5 mg. [TpeaviuEd NPEeKTHHAYHH NPOYHBaHHA 32
6e30M1aCHOCT, MPOBEXIAHH ¢ EHOBPEMEHHOTO TMPHUNOMEHHE HA TENMUCAPTAH M XUAPOXNOPOTHAZUA
TIPH HOPMOTEH3UBHH TUTBXOBE U KYHETa, [IPH A03H 1PeIU3BHKBALIH €KCMO3HUHS CPABHHMA ¢ Ta3H NpH
KTMHUUHHA TEPaneRTAYEH 05XBAT, HE MPEAOCTABST [0-PA3IHYHA JOMBIHATENHH JaHHH, Ha0MONaBaHK
MPH MPOYYBAHUA ¢ ABETE CHCTABKH NMOOTASAHO.

TOKCHKONOTHYHHTE HAXOIKH, A06pe MO2HATH OT NpeKIHHHYHHTE NPoyYBaHHs Ha HHXHOWTOpH Ha
AHTHOTEH3HH KOHBEPTHPALIHA SHIUM W AHTACOHKCTY Ha aurHoTeHsuH [ peuenTopuTe ca: Hamanssade
Ha MapaMeTPHTE HA YEPBEHHTE KPBBHH KAETKH (€PHTPOLMTH, XeMOTJIOOMH, XeMaTOKPHT), IPOMEHH B
fbGpeuHaTa XeMOAHHAMHKA (IOBHLICHO HHBO HA a30T B KPBHBTA H KPEaTHHHWH ), NOBHIIEHA AKTHBHOCT
H2 TUIA3MEHHSA PeHKH, XHNePTPOPHA/XMITePTIAAsH Ha IOKCTATIOMEPYNAPHHTE KNETKH U YBPEKIAHE Ha
cTOMAIIHATA AHragHua. CTOMAUIHHTE IE3HH Morat Aa 6baT NpeAoTBpaTeHH/orpaHHYEHH upes
nepopando nobasaHe Ha (PUIHOMOTHUEH PA3TBOD H IPYIOBH KUIHINA 3a xHBOTHHTE. [Tpy KyueTa ca
nabmoaasany Gu0peuna TyGynapHa nunatauna v arpoua, CynTa ce, ue Te3M HAXOAKH CE IbJUKAT Ha
thapMaKkoAOrHUHATa AKTHBHOCT Ha TeNMHCApTaH.

Hama 2cHn AauHM 3a TepaToreHeH ediekT, BHIPEKH TOBA IPH TOKCHYHH 1030BH HHBA HA TEJIMHCAPTaH
¢ HabmomaBaH e)eKT BEPXY NOCTHATAJIHOTO Pa3BHTHE HA MOTOMCTBOTO, KATO NO-HHCKO TENECHO TS0
1 3a0aBEHO OTBAPAHE HA OYMTE.

Hama fokazarescTea 3a MyTareHHOCT H ¢CBOTBETHA KNACTOreHHa aKTHBHOCT Ha TE/IMHCApTaH MpH
HRMHTRAHMA in Vitro W KAPUMHOTEHHOCT TIPH IUTEX0BEe W MHLKK. [IpoyuBaHusTa ¢ XHAPOXIOPOTHAIHA
7IaBaT HECHTYPHH JaHHH 32 FeHOTOKCHMHOCT HIIH KAPLIHHOrEHHH €PEKTH MPH HAKOH
eKCNEPUMEHTANTHH MoenH. Brrpeky T0Ba, HATPYIAHUA OMHT OT H3MOJI3BAHETO Ha
XHAPOXJIOPOTHA3HT MPH HOBEKA HE J4Ba JOKA3ATENCTBA 33 BPB3ka MexIy yrnotpebaTa My M NORUILEHA
YECTOTA HA HEOIIA3MHTE,

3a GCTOTOKCHYHHA MOTEHUHAN Ha KOMOHHANMATA TEIMHCAPTAaH/XHAPOXIOPOTHASH B, TouKa-4.0.
Z i fig -
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6. DPAPMALIEBTHUHH JAHHU

6.1 CnucbK Ha NOMOWHHTE BeMECTBA
Marnezuee creapar (E470b)

Kanunes xuapoxcun

MermymuH

[Toeuzon

HaTpHer HUIIECTEH rMUKOAT (Tan A)
MuxkpokpHcTanta uenyosa

Manurton (E 421)

6.2 HechbBMEeCTHMOCTH
He € npunoxumo.
6.3 Cpok Ha rognoct

Anymunni/anymunnii 6nuctepn v HDPE 6ymunxm:
2 roguHH

Anymunnii /TIBJIX Tristar 6aucrepu:
1 roguua

6.4 Cnenuainu yc10BHS HA chXpancHUe
Anymundit/anymunuii Snucrepu 1 HDPE Oyminkn
To3u neKapcTBEH MPOAYKT HE H3HCKBA CIICHUANHH YCMOBHA 32 ChXpaHeHHe.

Anymuunit TIBAX Tristar 6nucrepu:
Ja ce cuxpausea moa 30 ° C,

6.5 EaHHH 32 ONAKOBKATA

Anymunnitanymunuit 6nucrepy 1 HDPE OyTunkm ¢ Kanauka OT MOMMETH/IEH C HHUCKA TITBTHOCT
(LDPE) # cylmTesn ¢ MbIHEK OT cHinLues uokcuz 3a HDPE G6ytuakute n anymunui /TIBJIX Tristar
SaucTepH.

Byrunku ot 7, 10, 14, 28, 30,50, 56, 84, 90, 98, 100, 112, 126, 140, 154, 168, 182 1 196 TaGnetkH.
Baucrepu ot 7, 10, 14, 28, 30,50, 56,84, 90,98, 100, 112, 126, 140, 154, 168, 182 n 196 Tabnetky.

He BcHYKH BHAOBE ONAKOBKH MOTaT J1a 6bAAT MycHATH B npoaaxba.

6.6 CnenUaNny npeANasHH MepKH MPH H3XBLPJAHE B paboTa
HsaAma

7. MIPUTEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA
Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

[epmanua

8. HOMEP(A) HA PASPEINIEHWETO 3A YIIOTPEBA
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PeructpausioneH Homep:
40 mg/12,5 mg: 20140083
80 mg/12,5 mg: 20140082

9. IATA HA TBPBO PASPEIIABAHE/MTOAHOBSBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpeo paspemarane: 27.03.2014
Jara ua nocnendo noanosasade: 01.10.2018

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA
05/2020
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KPATKA XAPAKTEPUCTHKA HA TIPOAYKTA L& / /7 47 /5 JER-Y)) 222
27.10. 2

1. UME HA JIEKAPCTBEHHA ITPOJAYKT

Teamucapran /Xuapoxnopotuazua CTAJIA 40 mg/12,5 mg tabnerku
Telmisartan/ Hydrochlorothiazide STADA 40 mg/12,5 mg tablets

Tenmucapran /Xuapoxnoporrazua CTAJIA 80 mg/12,5 mg tabnetku
Telmisartan/ Hydrochlorothiazide STADA 80 mg/12,5 mg tablets

2. KAYECTBEH U KOJIMYUECTBEH CbCTAB

Bcesika Tabnerka chabpika 40 mg tenMucapta (telmisartan) u 12,5 mg XHApOXI0pOTHAZH]L
(hydrochlorothiazide).
Bceska Tabnerka chabprka 80 mg TenMucapTaH (telmisartan) u 12,5 mg XHaApOXI0pOTHA3HI
(hydrochlorothiazide).

[ToMOLIHH BeLIeCTBa ¢ U3BECTHO JIEHCTBHE:

Bcesaka Tabnetka chabpia 0,441 mg HATPHiA.

Beska Tabnerka chabpika 0,882 mg HaTpui.

3a MbAHHMA CNUCHK HA MOMOLLHUTE BELIECTBA, BHIKTE ToukKa 6.1.

3. JEKAPCTBEHA ®OPMA

TaGnetku.
Tenmucapran / Xuapoxnopotuasua CTAJIA 40 mg/12,5 mg tabnerku ca Genn 10 NOYTH benu, ¢
pasmepH 6,55 x 13,6 mm oBanHM ABOHHOM3MbKHANK TaGneTkyu ¢ MapkHpoBka “TH” or enHara cTpaHa.

Tenmucapran / Xuapoxnopotuasua CTAJZIA 80 mg /12,5 mg TabneTku ca Genn A0 MOUTH Genu, ¢
pasmepu 9,0 x 17,0 mm Tabnetku ¢ Gopma Ha Kancyna, ¢ mapkuposka “TH 12,57 oT ABeTE CTpaHH.

4, KIMHUYHHA JAHHHA
4.1 TepaneBTHYHH MOKA3AHHS

JleueHue Ha eCEHLIHAIIHA XHITEPTOHHA.

KomGuHupaHuaT nekapcTeeH npoaykt Tenmucapran / Xuapoxnoporuasua CTAJIA e ¢ ¢uxcupaHu
no3u (40 mg tenmucapTat /12,5 mg XxuapoxnopoTHasHi) U € [0Ka3aH 3a JISYEHHE Ha BB3PACTHH, HHETO
KPBBHO HaNAraHe He € ONTHMATHO KOHTPOJIHPaHO ¢aMo € TeMHCAaPTaH.

KomGuuupanusT nekapcteeH npoaykt Tenmucapran / Xuapoxmoporuasun CTAJIA e ¢ duKkcupaH1
no3u (80 mg tenmucapTat /12,5 mg XuAPOXAOPOTHA3HA) H € 1I0Ka3aH 3a JICHEHHE HA BB3PACTHH, YHETO
KPBBHO HA/SraHe He € ONTUMATHO KOHTPOJIMPAHO CaMO C TEIMHCapTaH.

4.2 Io3upoBKa H HAYHH HA NPHJIOKEHHE

JlozupoBka s



Tenmucaptan / Xuapoxnopotrasug CTAJIA ce npuema OT NauMEHTH, YHETO KPBBHO HANATAHE HE €
ONTHMAIHO KOHTPOJHpaHo OpH MpHeM c¢amMo Ha TeaMucapTan. [lpeau na ce mpeMHHe KBM TO3H
KOMOHHHPAH IeKapeTBeH MPOAYKT ¢ PHKCHpaHH 103K € He0OXOAMMO NOOTAENHO /2 C€ THTPHPAT J103HTe
Ha BCCKH OT ABAaTa KOMITOHEHTA. an NOAXOOAIIA KNHHHYHY MOKa3aHUA MOXKE MUPCKTHO Ja CC npeMuHe
OT MOHOTEPANHATA KbM NpHEM Ha KOMOUHHpaHUA NEKApPCTBEH MPOAYKT.,

Tenmucapran / Xuapoxnoporuasua Crana 40 mg/12.5 mg
¢ Tenmucapran /XuppoxnopotHazun CTAJA 40 mg/12,5 mg Moke fa ¢¢ NPUIIOKH SIHMH BT
JHEBHO MpH MAUHEHTH, YHETO KPBBHO HanAraHe He € ONTHMAMHO KOHTPOJIHpaHO TNpH

CaMOCTOATENHO TIPUNArafe Ha Teamucaprad 40 mg;

Tenmucaptan / Xuapoxnoporuazun Craga 80 me/12.5 mg

o Tenmucapran /Xuppoxnoporuazua CTAIA 80 mg/12,5 mg Moke Aa ¢ NPHIOKH eAHH ObT
AHEBHO TNPH MNALHEHTH, YHETO KPBHBHO HANAraHe HE € ONTHMANHO KOHTPOMHPaHO MpH
CaMOCTOATEIHO TIpUITarane Ha Tenmucaprad 8¢ mg.

CrnenHajnu monyaaun
Cmapuecka év3pacm
He e HeoOx0aUMO KOpHIHpaHe Ha 103aTa.

bvbpeyno yepexcdane
[IpenopsuBa ce NEPHOAMYHO TpocieasBane Ha OsOpeyuraTa ¢yHKUMA (BK. ToUKa 4.4).

Yepnonpotuo yepeiade

TIpy NaUHEHTH ¢ 1eKO 10 YMEPESHO 1epHOIPOGHO YBpeXKaHe RO3WPOBKATA He TpabBa fa HajBHINABA
Tenmucapran / Xuapoxnoporrasin CTAJA 40 mg/12,5mg seawsx auesro. Tenmucapran /
Xuapoxioporuasua CTAJIA He € MOKazaH 3a JleueHHe HA MALMEHTH C TEKKH “ePHOAPOOHH
napywesua. Tuasuaure TpaGea fa ce WINOA3BAT MpPEANasIHBO NPU MAUMEHTH C HApYLIEHH
gepHOoApoGHH dyHKIHN (BK. ToUKA 4.4).

[Teduampuuna nonyviayun
besonacHocTTa W edukacoctra Ha Tenmucaprad / Xunpoxnopotuasug CTAJIA nipu aelia # 1onomH
Ha Bh3pacT noa 18 roguan He e ycTaHoBeHA. JIMNCBAT AaHHH.

Hauun na npunodicenue
Tabnerkure Tenmucapran / XuapoxnoporHasua CTAJIA ca npegHasHaueHH 3a (EpPOpaIHO
NPHAOKEHHE BSIHEK THEBHO H TPAGBA Ja C& IIPHEMAT ¢ TEYHOCT, ¢ WK Ge3 xpaHa.

4.3 IIpoTHBONOKAZAHHA

¢  CBpPBXYYBCTBMTEHOCT KBM JISKAPCTREHOTO BELIECTEO HITH KM HAKOE OT MOMOIHHUTE
BELeCTBA, H30pOeHH B TOUKa 6.1;

e  CBPBXYYBCTBMTENTHOCT KbM MPOH3BOAHHTE Ha cyndosamMumrwre cyScTaHuMy (ThH kaTo
XHPOXJIOpPOTHAZHL € CYNPOHAMHAHO MPOH3BOAHO);
BTopo H TpeTo TpHMeceuHe Ha GpeMeHHOCTTa (Bk. ToukH 4.4 U 4.6);
XonecTaza H 06CTPYKTHBHY HAPYIICHHA Ha YTHYHHTE METHLIA;
Texko uepHOAPOOHO YBpEKAAHE;
Teskko 6sGpeuno yBpexiane (KpeaTHHHHOB KIHpEHE < 30 ml/min);
PedpakTepHa XHNOKATHEMHA, XHNEPKATLIHSMHSL.
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Eanobpemensoro npuioskenne Ha Tenmucapraw/Xuapoxnoporuasia CTAIA H alMCKHpeH €
MPOTMBONOKA3aHO NpH TALHEHTH ¢ Auaber WIH GBOpedHO yBpexaade (MHIGKC Ha NOMEpYy/HA
duntpams UCP < 60 ml/min/1.73 m?)(Bixcre roukn 4.5 1 5.1).

4.4 CuenHa/HH NpeAyUPeKICHHA H NPeINa3HA MEPKK NPH ynorpeba

BpementocT
He Tpa6pa fa ce 3amo4Ba MpHeM HA AHTHOTeH3WH 1l peuenTopHH AHTAPOHHMCTH MO BpeMe Ha

GpemeHHOCT. [TaumeHTKHTE, KOMTO IUIaHUpaT OPEMEHHOCT, TpAGBa Aa MPEMUHAT KBM alTepPHaTHBHO
AHTHXMMEPTEH3IWBHO NeYeHHe ¢ ycTaHOBeH npodmn na GesomacrocT mpu ynotpeba 1o Bpeme Ha
GpeMEHHOCT, OCBEH aKO Ce CUMTA, He € OT 0cofeHa BAXKHOCT Aa ¢ MPOIBIDKH JICYCHACTO ¢ AHPHOTEH3HH
Il peuenTopHi AHTArOHHCTH. AKO € AMACHOCTHIMpaHA GPEMEHHOCT, JICUCHHETO ¢ AHMHOTEH3HH H|
pelieNTOpHK AHTarOHHCTH TpAGBa HesabasHo Na Gble MPEYCTAHOBEHO M aKo € MOAXOAALIO Aa Obae
JAMOYHATO ANTEPHATHRHO NiedeHHe (Bxk. ToukH 4.3 u 4.6).

YepHonpoOHo yBpeskaane

Temmucapras / Xuapoxnoporuasul CTAJIA He TpaGea aa ce npuiara NpH NauHeHTH ¢ X0JI€CTasa, ©
JITBYHH OGCTPYKTHBHH HApYIIEHHS MK TeXKa YepHOAPOGHA MHCY(HUMeHIHS (BX. Tovka 4.3), Th
K&TO HO-TOMAMATA HacT OT TEAMUCAPTAH Ce enuMUuupa upes sxabukarta. [Ipu Te3u nauveHTH MoKe 1a
¢e OYaKBa HaMasleH YepHOAPoGeH KIHPBHC.

OcreH ToBa, Tenmucaptan / Xugpoxnopornazun CTAJIA TpaOra Aa ce npunara BHAUMATENHO [IPH
NALHENTH C HAPYLISHNA B MepHOAPoGHATa ByHKLMA WIH IPOTPecHpaiio yepHoapobHO sabonsasake, Thi
KaTo B Te3H cAyd4ad MAaiKM MPOMEHH BbB BOJAHO-ENEKTPONHTHHA OamaHc Morar za J0oBejatr Ao
yepHOIpobHa koMa., HaMa KTMHHYHE JaHHH 32 u3nonzeaHeTo Ha Teamucaprad / XunpoxnopoTuassi
CTAJIA npu nacyeHTH ¢ YepHOAPOOHH HAPYIICHHS.

PeHoBackynapHa XHIEpTOHHA
Korato narMeHTH cbe ¢TeHO3a Ha ABeTe Oh0peyuny apTepHH HITH CTEH032 Ha apTCpHATZ KbM SAMHHYCH

pyHxumonupar G0pek ca TPETHPAHH C JIEKAPCTBA, MOBJIMABALLM CHCTEMATa PDEHUH-AHTHOTEH3HH-
anloCTepOH CHILECTBYBA MOBHLIEH PHCK OT TeXKKA XHMOTOHHA M 6BOpetHa HelloCTaTBEYHOCT.

b1Opeuto yepexxaane u On6peuna TpaHcIaHTaUKs
Tenmucapran / Xunpoxnoporuazua CTAJIA He TpaGea aa ce Npiara NpH Oa0HEHTH C TEKKO

6BOpeuno yrpexnane (KpeaTHHUHOB KIHpbHC < 30 ml/min) (Bxk. Touka 4.3). HiMa A0CTaTbYHO JaHHH
no OTHOIICHHE Ha npunoxkenuero Ha Tenmucapran / Xuapoxnopornasua CTAIA nmpH nanweHTH,
npeTbpnens Hackopo OBOpeyHa TpaHCIUTaHTauWs. HanHue ¢ orpaHHYeH OMWT OT ynorpebara Ha
Tenmucapran / Xuapoxnopotuazua CTAIA MpH 0AUMEHTH ¢ NEKH N0 CPEAHO TeXKH ObOpeuHH
HapyIICHH, NOPAJIH KOETO CE MPenopbuBa NEePHOAHYHO NPOCTEAABaHE HA HHBATA HA KA}, KpeaTHHUH
M MHKOYHA KHCETHHA B cepyma. [IpW mauMeHTH ¢ HapymeHd 6b0pedHH QYHKUME MOXKE 1a C¢ NOABH
a30TeMHA, CBbP3aHA ¢ THASHIHUTE JAHYPETHLH.

BiTpechaora XHOOBOJEMHS
CUMNTOMATHYHA XHIOTOHHA, 0COBEHO CNejl (TBPBATA 033, MOJKE /12 ¢€ HabmoKaBa fIpy MAaLHEeHTH ¢

TEXBK HATPHER NepHUMT Ui HaManen ofeM Ha UMpKyIMpawaTa KPEB NPH MOILHA QY peTHHA
TepanHA, IHETa ¢ OrPAHHYEHO PHEMaHE Ha COJl, AnapHA WIH nospbluane. TakuBa cheToAHNA TpAGBa
@ 6baT KopUrHpaHH npen npunoxkenne Ha Tenmucapran / Xuapoxnopotuasua CTAZIA.

JIBoiiao 6okHpaHe Ha PEHHH-AHTHOTEH3IHH-aN/I0CTEPOHOBATA CHCTEMA (PAAC)

UMa pauum, 4Ye eIHoBpeMeHHata ymorpeGa Ha ACE uuxuburopH, anruoTeHsuwH Il-penentopH
OGNOKEPH HJIM ANHCKMpPEH NOBHILABA PHCKA OT XMNOTOHHA, XHIEPKATHEMHS H HaM e T~
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npenopkupa ABoiiHo GrokupaHe Ha PAAC upes xombuanpanara ynorpeGa na ACE MHXHGHTODH,
aHrHoTeH3MH [l-petentopHH 6A0KEpH WM aNMCKHPeH (BXK. TOUKH 4.5 H 5.1).

AKO ce TIpe1ieHH, Y€ Tepanuara ¢ ABoiiHO GokHpaHe e abcolMoTHO HeoOXxoauma, ToBa TpAOBA Ja CTaBa
camMo MOJ HaGMIOAEHUETo Ha CMELMANTUCT W MPU YeCTO BHHMATENHO MOHMTOpHpaHe Ha OnOpeunara
(G YHKIHA, EMeKTPONIMTHTE H KPLBHOTO HANACaHE.

ACE wuxubutopu v aHruorensun [l-penentophu 6nokep He Tpabea aa ce U3NON3BAT €AHOBPEMEHHO
MpH nauueHTH ¢ auaberHa HedponaTHA.

JpYCH CHCTOSHMA ChC CTHMYNALKS HA CHCTEMATA PEHHH-AHMHOTEH3HH-a/110CTEPOH

[Tpvt naunenTy, YMIATO BacKyaapeH ToHye 1 ObOpeuna QyHKIKA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ha
CHCTEMATA PeHHH-AHTHOTeH3HH-ANROCTEPOH (HAMPHMEp MALMEHTH C TEKKA 3aCToiHa ChpAeyHa
HEMOCTATHYHOCT HIIM Nopfexatio 6u6peqno 3a6onssane, BKIIOMHTEHO H CTeH03a Ha ObbpeuHara
aprepus), TEYeHHETO ¢ IeKapcTBEHH NPOXYKTH, KOMTO MOBIMABAT Ta3H CHCTeMa NpeiH3BHKBA OCTpa
XHTOTOHHA, XHIIEPA3OTEMHA, OTUTYPHA HITH PAAKO OcTpa GBOpedHa Hea0CTaThuHOCT (BK. Touka 4.8).

[TbpBUYeH XUNEePARIOCTEPOHHIBM

TMAUKEHTH ¢ MBPBHYCH XMNEPANAOCTEPOHHIBM MO MPHHLMI HAMA A3 peardpaTt Ha AHTHXHIIEPTEH3HBHH
NEXAPCTBEHH MPOLYKTH, AeHCTBAIUK Ype3 HHXHOHLHA Ha cHCTeMaTa peHHH-aHMMOTEH3HH.

Mopanu Tosa, ymotpe6ara Ha Tenmucapran / Xugpoxnopotnasun CTAJIA He ce npenopbuea.

CTeHo3a Ha A0pTHATA ¥ MUTPAHA K1ana, o§CTPYKTHRHA XHNEPTPODHYHA KAPAHOMHOMATHS
KakTo npy apyrure BasoqUAaTaTOPH, CTICHMANHO BHHMaHHE € HEOOX0IMMO NPH NALWeHTH, CTpajatiy
OT 40pTHA WIH MUTPAJIHA CTEHO3 WM 0GCTPYKTHBHA XHMIIEPTpo(HUHA KAPAHOMHOIATHA.

MeTaGonuTHY ¥ EHNOKPHHHH SPEKTH

JleueHHeTO ¢ THA3KWIM MOXE [1a HAPYILN FIFOKO3HUA TONEpaHe, MOpaay TOBA, IPH MAlMENTH ¢ axaber,
JeKYBaHH ¢ MHCYTHH HIIH aHTHANA0ETHY NIeKapCTBEHH NMPOAYKTH H TEPArid ¢ TENMHCAPTaH, MOXKe nia
HACTLIM XMOOIJIHKEMHA. 3aTOBa, TIPH TE€3H MaLHEeHTH TpA6BA 1a ¢€ 0OMHCIIH CHOTBETHO
npocieIABaHe HA KPBBHATA 3aXAp H MOXKE 13 C& HAl0XH KOPHTHpaHe Ha 03aTa Ha HHCYJIMHA WK
aHTHAMA0ETHHTE NEKAPCTBA, KOMATO € MoKa3aHo. 1o BpeMe Ha TEPANMMATA ¢ THAZHIH MOXE Aa C€
l'lpOlePI NATCHTEH 3aXapeH ):maﬁeT.

JIeueHHETO ¢ THA3HIHH JHYPETHLH <€ CBBpP3Ba ¢ MOBHINABAHE Ha HUBATA HA XONECTEPON K
TpHraHUepHau. Bee mak, mpu noza 12,5 mg THasHIeH AHYPETHK, ChABPHKAINA CE B Tenmucapran /
Xunpoxnoporuasux CTAJIA, Tesu edexr ca MUHUManHE MK nuncear. Tlpy HAKOHM NauWeHTH Ha
THA3UOHA TEpanHi MoXe Ja ce Pa3BHE XHIEPYPHKEMHA HITH pasrbpHaTa nojarpa.

Enekrponuren aucbananc
KakTo [pH BCHYKH NALHEHTH HA AMYPETHYHA TEPANUS € HEOBX0AMMO Ha ONpeeeHH WHTEpBAJIH Ja ce

MPOBEXIA MEPUOAMYHO MpOC/IEASBAHE HAa HHBATA HA CNEKTPONIMTHTS B cepyMa. Tuasunure,
BKTIOUMTENHO XWIAPOXJOPOTHA3MA, MoraT J[a [OBeJAT A0 BOAHO-ENEKTPONMTEH auchanaHC
(BISTIOUHTEITHO XMIOKANMEMH S, XHIIOHATPHEMUS U XHNIOXJIOPEMHIHA ankanosa). HauaiHHTe npH3HaLM
33 BOZHO-CJIEKTPONIHTEH IHCOANAHC ca: CyXOTAa B YCTATA, JKAX(A, ACTEHMA, CHEIWBOCT, 3aMaiiBaHe,
GE3MOKOMCTBO, GONKA B MYCKY/IUTE HITH MYCKY/THA KPAMITH, MYCKYITHa cnabocT, XHITOTOHHA, ONHTYPHSA,
TAXHKAPAMS M CTOMALIHO-UPEBHH CMYIUEHHS KATO rajieHe MM NOBpBIIaHe (BXK. ToYka 4.8).

- Xunoxanemus

Bbnipekn ue, npy ynotpebara Ha THA3HAHKA AHYPETHLH MOXE 1 CE PA3BAC XHMOKATHEMHA,
eHOBPEMEHHOTO JICHCHHE ¢ TENMHCAPTaH MOXKE 1A Pe/yLpa Mpeld3BHKAHATA OT AUYPETHIHTE
XHIOKAMHMEMHi. PHCKBT OT pa3BHTHE Ha XHIIOKANHEMHAS € MO-TOMAM MPpH NALHCHTH C HEPHC
LHPO3a, TIPH MalMeHTH Che 3aCHNCHA JHYPe3a, TIPH NaLHeHTH, KOWTO NoeMaT HealeKBaT ‘ﬁm%;
KOAMUECTBO €NEKTPONMTH MpPe3 YCTATa H NPH MALHEHTH, KOHTO ¢AHOBPEMEHHO e ne ’ W - J\\g‘ﬁ \
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KOPTMKOCTEPOHAH HIIH afpeHokopTHKoTponeH xopmoH (ACTH) (k. Toka 4.5).

- Xunepraavuemusn

B NpOTHBOMONOKHHUA CTy4ail MOXKE 11a C€ CTHTHE JO XUNEPKANMEMHS, b/UKALLA C& Ha AHTarOHH3MA
Ha TenMucapTaH (xomnonewr Ha Tenmucapran / Xuapoxnoporuasun CTAJIA) kbM aHTHOTEH3HH I
(AT1) peuentopute. Makap de, focera He € OTOEII3aHO HAIMYME Ha KIMHHYHO 3HAYAMA
XHIIEPKATMEMHA N0 Bpeme Ha neveHHe ¢ Tenmucaprad / XHAPOXIOPOTHA3HI CTAHA, pHCKOBHTE
dakTOpH 3a pa3sBUTHETO H BIOUBAT GEOpedHa HeNOCTATHIHOCT H/HIH ChpJieuyHa HEAOCTATBYHOCT H
saxapeH Amaber. Kammii-chxpaHsBaluuTre AMYpeTHLM, KanueBure n00aBKH WIH 3aMECTHTENHTE HA
CONTA, ChABPKAINM Kamuii TpabBa Na ObLAaT BHUMATENHO NpHIATaHH IO BpEME HA JIeYeHHE C
Teamucapran / Xuapoxnopornasun CTAJIA (Bx. Touka 4.5).

- Xunonampuemus 4 XunoXNopeMuiHa ankano3a

Hama manen, ge Tenmucapran / Xuapoxnopotrazun CTAJIA moxe ga pefylipa HIH IPEAOTBPATH
Mpe/N3BHKAHATA OT MMYPETHLH XHIOHATPHEMHUA. XJIOPHUAT AeHLHT OOHKHOBEHO € JIeK U He Hajara
JOIBJIHHTENHO IeUCHHE.

- Xunepranyuemus

TuasHaKuTe MOraT 13 HAMANAT M3NBUBAHETO HA KAJTIMH C YPHHATA H Na A0BEJAT KO MPEXOJHH H JICKH
yBefHYeHHA Ha CEPYMHHA KAIHI IPH AKINCA HA YCTAHOBEHH HAPYIICHHS B KalLHEBIAA MeTaboMHIBM.
3HauMTeNHATA XMNEPKAILHEMHS MOKe /1a € /I0KA3aTeNCTRO 3a CKPHT XHIEPIAPATHPECONAUIBM.

Tipeny aa ce poBefie U3cleABane Ha NapaTHponAHuTe GYHKUMH TPAOBA Aa ce NPEKPaTH NPUeMa HA
THA3HOH.

- Xumomaznezuemun
THazuauTe YBEIHYABAT OTAEIAHETO Ha MarHe3Hi ¢ ypHHATA, KOETO MOXKE 13 IoBezie 10
XHroMarHesueMHa (Bx. Touka 4.5).

ETHAYECKH pasnH4Yus

KakTo e HabmoaaBaHo npu HHXHOUTOPUTE HA AHTHOTEH3IHH KOHBEPTHPALIHA €H3HM, TEIMHCAPTAH H
IpYrHTe aHrHoTeH3uH 11 peLienrTOpHH aHTarOHHCTH ¢a OYEBHAHO MNO-MANKO e(eKTHBHH B
NOHM>XABAHETO HA KPBBHOTO HaNAraHe MPH XOpa OT YepHaTa paca, OTKOJIKOTO IPH JPYTHTE pacH,
BepOATHO NOpanH TO-YECTOTO CPELIAHE B YepHATa MOMyIAlHA Ha HHCKO PEHHHOBO HUBO C MPOABH Ha
XHMEPTOHHUA.

Opyru
KaxTo npH ApyrH aHTHXHIICPTeH3UBHH areHTH, eKCLECHBHATA PeAyKUUS HA KPLBHOTO HAIAraHe NpH
naieHTH ¢ HICXEMHYHA Kapnnona'ms U UCXEMHYHO Kapnnonacxynapno BBGOJISIBEHC MOKE Na

AoBeAe 10 MUOKAapIeH HHPAapKT WM HHCYJIT.

Ot
Ipy nauuenTH ¢ HIH Ge3 aHAMHE3A 32 ANePrus Wik GPOHXHMANHA ACTMa MOXE /12 Ce Habmonasar

PEaKIAH Ha CBPEXYYBCTBHTENHOCT KbM XHAPOXIIOPOTHASHA, HO Ca IO-BEPOATHH NPH NMALHUCHTH €
TaKaBa aHAMHe3a.

VMa chobmenns 3a 060CTpaHe HIH aKTHBMPaHe Ha CHCTEMEH JTYINyC epUTeMaTo3yC IpH NalHeHTH,
NeKyBaHH € THA3HAHH AHYPETHLH, BKITOYHTENHO XHAPOXIOPOTHAHAL,

HMma chOGILICHHS 32 peakiiy HA (GOTOUYBCTBHTEHOCT [IPH yIoTpedaTa Ha THA3HIHHA JHYPCTHLH {BK.
touka 4.8). [penopbuBa ce NpeKpaTaBaHe Ha TEPANHATA, aKO C¢ TIOABH peaK1iHi Ha
{(OTOIYBCTBHTETHOCT B NEPHOAA Ha JIeUeHHE. AKO Ce CYHTa 32 HeoOX0AHMO OTHORC BK/IOYBAHE HA
LAYPETHK, Ce OPENOPLYBA PENIA3Bate Ha 30HUTE, KOMTO €& H3JIAraT HA CTBHIUE WK HA H3KYCTBEHH
UVA npun. .
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Xunpoxaopotuazua € cyadoHaMu, KOHTO MOXe 1a MPUYHHA HIKOCHHKPATHYHA peakuui, BOACINA 110
XOPOHJATEH HIIMB C JeeXT HAa 3PHTEHOTO Mofie, OCTPO MPEXOAHO KBCOMMICACTBO K OCTpa
3aKPHTOBIBIHA riaykoMa. CHMITTOMHTE BRJIOYBAT B HAYANOTO OCTPO MOHHKCHHE HA 3PHTETHATA
OCTPOTZ WM 0YHa GOMKa, H OBGMKHOBEHO Ce MOSRABAT B PAMKHTE HA 4acoBe 0 Ce/IMHIH OT HA4aNoTo
Ha neucHHeTo. HeneKyBanara, 0CTpa, 3aKPHTOBIBIIHA [IayKOMa MOe Ja JIoBe/le A0 TpaiiHa 3aryba Ha
spenne. [IbpBUHHOTO NevueHHe e, Ja Ce CIpe NpHeMa Ha XHAPOXIOPOTHA3MI, KOJIKOTO € BE3MOXKHO 110~
ckopo. HaBpeMeHHO JieYeHHe WM XHPYPrH4Ha HHTEPBEHLINA MOXe 1a Ce HANOKH /1a e OGMHUCIIAT, ako
BLTPEOYHOTO HANATAHE OCTABA HEKOHTPONHpaHO. PHckoBure (akTOpH 3a pa3BuBaHe Ha OCTpa
3AKPATOBCBANA [NAYKOMA MOYKE [ BIUTIOUBAT AHAMHE3A 33 ANEPTHS KoM CYNQOHAMWAM HIH
MEHULMITHHA.

Henenanomen pax na xoxcama

B zBe enmMAEMHONOrHYHH NPOYYBAHUs, OCHOBABAIIH CE HA JaTCKUA HALMOHANICH PaKOB PETHCTHP, €
HabIIIOABAH MOBUIIEH PUCK OT HEMETaHOMeH pak Ha koxkata (HMPK) [6asanHokieTsueH kapuHHOM
(BKK) 4 ckBamosrownersuer kapuaHoM (CKK)] npu HapacTraina eKcO3HIKAA Ha KyMy/laTHBHa 1038
xugpoxnopotazig (XXT3). Gorocencubunusupaumre epextn Ha XXT3 Morat fa neHcTsar Kato
BEpOSTEH MEXAaHN3BM 3a passuTHe Ha HMPK.

Mamuentate, npremamm XXT13, Tpabea aa 6baaT undopMupann 3a pucka ot HMPK u cobeerBans
PeZOBHO Ja TPOBEPSBAaT KOXATA CH 3a HOBM Jie3uH H HezabaBHo Ja ¢boOOLIABaT NpH nofABa Ha
MONO3PHTENHA KokHH nesu. Ha manmentute TpaGea ja ce NpemopryaT Bb3MOXKHH NPEBAHTHEHH
MepKH, KATO OTPAHHYEHO H3/araHe Ha CBHYEBA CBETIHHA W YNTPABHOJETORM JB4H, 4 B CyYadl Ha
eKCIIO3ALMS, NOAXOAAIA 3alUT4, 34 Ja C€ CBeJde A0 MHHHMYM PHCKET OT PaK Ha KOXara.
Tloflo3pHTeTHATE KONHH Je3un TpAbea Na GBAAT MOJUIONKEHH Ha He3a0aBHO H3C/ICBaHE, NOTEHIHATHO
BIUTIOYBAINO XHCTONOTHYHH H3CNeABAHUS Ha GroncHuny Matepuany. [Ipepasraeskiane Ha ynorpeGara
Ha XXT3 MOke Aa e HATIOKH M TIPH NIALMEHTH, kouTo ca HMank npeaxoaeH HMPK (Bix. cbio Touka
4.8).

Homowru sewjecmea
To3u AeKapCTBeH POAYKT ChABpKA N0-Manko ot 1 mmol Hatpuit (23 mg) Ha TaOnerka, T.¢ Ha TpakTHKa

€ HeChIbpIKall, HATpHH.
4.5 BaaumogeiicTBae ¢ Zpyra JeKAPCTBeHH NPOLYKTH H ApYrH ¢opMu Ha B3anMoaelicTRHE

Jlvruii

TMo BpeMe Ha eJHOBPEMEHHO MPHIOKEHHE Ha TUTHI ¢ MHXUOUTOPH Ha AHIMOTEH3HHE KOHBEPTHPALIMA
eH3MM ¢a HaOmoapaHu ofpaTHMH MOBHIIEHHA Ha CCPYMHHTE IHTHEBH KOHUCHTpallMH H MPOABHA Ha
TokcHuHocT. ChoOIABAHH ca PeOKy CiTydad H ¢ aHTHOTeH3uH I pelienTopHH aHTarOHHCTH
(BIJIOYHTENHO  TEIMHCADTAH/XHAPOXIOPOTHA3KA). ENHOBDEMEHHOTO MpWIAraHe Ha JHTHH M
Tenmucaptas / Xunpoxnoporuasnn CTAIIA e ce npenopruba (Bk. Touka 4.4). Ako Tasu KOMOHHALMA
€ OT ChIIECTBEHO 3HAYCHHKE, CE MPeNnopbUuBa BHHMATEJIHO NIPOCeAABaHe Ha CEPYMHNWTE JUTHERH HKBA
1o BpeMe Ha €IHOBPEMEHHO MPHIIOXKEHHE.

JlekapcTBEHH NPOTYKTH, KOWTO BOAAT Oo 3ary0a. Ha KW H XMHOKanHeMud (HanpHMe TH

KAJIHYPETHYHH JHYPETHIIH, TAKCATMBH, KOPTHKOCTEPOHIH, ACTH, amdoTepanyH, KapOeHOKCOIO0H,
neHHIUIKNE G HaTpuii, CANMIMIOBA KUCENHHA W NPOUIBONHHTE i)

Axo Te3H BewlecTsa TPAGBA Aa ce NPHEMAT eJHOBPEMEHHO ¢ KOMOHHALIMATA TEIMHCAPTaH —
XMAPOXJIOPOTHAZKI, C€ TIPENOPhHBa NPOoCIeAdBale Ha KAJHEBUTE HHBA B TA3MATa. Tezu
NeKapcTBEHH MPOAYKTH MOXKE Ja MOTEHIHPAT eeKTHTe HA XHAPOXTIOPOTHAZHA BBPXY CEPyMHHA
Kanrii (B, Touka 4.4).

JlekapcTBeHH OIPOIYKTH, KOMTC ITOBHINIABAT KANHEBHTS HHBA HITH HHAYIIHPAT XHIOCpKaNHEMBd
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HaTpHiH)

AKO Te€3H NIeKapCTBEHH NPOAYKTH ¢ NPEANHCAHH 3a YNoTpeba eHOBPEMEHHO ¢ KoMOHHaLMATA
TEMHCAPTAH ~ XHAPOXJIOPOTHA3ZKA, MPENOPBYBA C& MOHHTOPHPAHE HA KATHEBHTE MIASMCHH HUBA.
B3 OCHOBA Ha OIHTA C M3MIOJ3BAHETO HA IPYTH NIEKApCTBEHH NPOAYKTH, HAMAJIABALLM OEHCTBHETO HA
CHCTEMATa PeHHH-aHTHOTEH3HH, CBIETCTBALOTO NPHACKEHHE HA TOPECIOMEHATHTE IEKAPCTBEHH
MPOAYKTH MOXKE Aa A0Be/e A0 MOBULIABAHE HA CEPYMHHA KANIMIA H MO Ta3H NPHUYHHA HE CC
npenopwuBa (BXK. Touka 4.4 ).

JlekapcTReHU MPOAYKTH, KOMTO Ce NOBIMABAT OT HAPYLICHHA B CEPYMHHA Kanui

TIpeniopbuBa ce MePHOAMYHO MPOCEaIBaHe Ha HUBaTa Ha cepymunsa kanmit # EKI korato
Tenmucapran / Xunpoxnopotiasua CTAJIA ce npunara eqHOBPEMEHHO ¢ JIEKAPCTBEHA TPONYKTH,
KOHTO CE MOBMHSBAT OT MPOMEHH B CepyMHMA Kanui (HanpuMep MMTHTATHCOBH IJIMKO3UAH,
AHTHAPATMHYHH) M CNEIHHTE JEKApCTBEHH MpPONYKTH, NpeAM3BukBaliM torsades de pointes
(BKIOYBALIM HAKOH AHTHAPHTMMYHH), KaTO KHITOKATHEMHATA € Hpeapasnonaraur daxrop 3a torsades
de pointes:

- knac la aHTHAPUTMHYHH (HANpHMED XMHMAWH, XMAPOXMHHAMH, M3OTIMpaMAL)

- knac 1T anTuapuT™MUURK (HaNpAMEpP aMHOAPOH, COTANON, AO(EeTHNN, HOYTHIIHL)

- HIKOH aHTHIICMXOTHLH (HaNpHMep THOPHAA3HH, XIOpIPOMasHH, JEBOMENpPOMasHH,
TprpyonepasdH, IIHAMeMazHH, CYNIMHPH, CYJITONPUA, AMHCYNMPHUA, THATIPHI, MAMO3HI,
XaJonepHaoa, Aponepuao)

- npyru: (HanpumMep Gerpruas, LUM3anpa, audeMaHinn, epHTpoMuLHR [V, xanopaHTpuH,
MH30JIACTHH, MEHTAMHIMH, cnapdnokcauuH, TepheHannH, BuHkamus [V)

JUrHTanucoBy [MHKO3HIH
TIpeau3ssuKaHaTa OT THASHAN XUTIOKATHEMHS WIH XHNIOMArHe3ueMHus GaronpuATCTEA BE3HUKBAHETO
HA NpPeIU3BMKaHa OT AHTHTATHC aDHTMHA (BiK. TOuKa 4.4).

Q[;ym AHTHXHUITCPTEHIUBHN JICKAPCTBEHH NPOIYKTH

TenMucapTan MOXKe a NOBHIUH XHIIOTEH3UBHUA e(eKT Ha JPYTH aHTHUXHUNEPTCH3IWBHH CPEACTRA.
JaHHM OT KIMHHYHH MNPOYYBAHMA MOKA3BAT, Ye MABOHHOTO OMOKHWpaHe Ha PEeHWH AaHTHOTEH3HH
anpocrepoopata cucremMa (PAAC) upes xomGundpaHata ynotpeGa Ha ACE HMHXHOGHTOPH,
aHrnoTeHsun ll-peuenropHy GNOKEPH HIH AMTHCKHPEH C¢ CBBP3BA C MO-BHCOKA 4ECTOTA HA HEXENaHW
CHOHTHS, KaTO HANpHMEP XMMOTOHHS, XHMEpKal{eMHs W HaMandBaHe Ha OnGpedHara QyHkiud
(BKIOUNTENHO OCTPpa G1OpeuHa HeIOCTATEYHOCT), B CpasHeHHe ¢ ynoTpebara caMo Ha eIHO CPeACTRO,
aeicTraino Bbpxy PAAC (Bx. ToukH 4.3, 4.4 1 3.1).

IpoTuBoaHaGeTHH NEKAPCTBEHH NPOAYKTH (NEPOPATTHH H HHCYTHH)
Moske Ja ce HAJIOMH KOPHTHPAHE HA I03UTE Ha NPOTHBOAKAGETHHTE NEKapCTBEHH NPOAYKTH (BK.
touka 4.4).

Metdopmun

TpabBsa na ce U3MON3Ra NPEANA3NHBO NOPAAH PHCK OT NaKTATHA aUM038 HHAYLMpPAHA OT Bh3MOKHA
¢yHkuHonamHa 66peuHa HeJOCTATHYHOCT, CBBP3aHa ¢ XMAPOXIOPOTHAZH]L.

KonecTHpaMuH U KOJIECTHIONOBH CMOIH
Tlpu Hasvume HA AHHOHHO-0OMEHHH cMO/H, a6copOLHATA HA XMAPOXMOPOTHA3U] C€ HapylaBa.

HecTepouiin npoTHROBB3NANKTEABH CPENCTRA

HCIBC (T.e. aUeTH/ICANKIIHIOBA KUCEIHHA B MPOTHBOBLANANUTE/THH JIO3H, COX -2 unxubutTopi H
uecenexthsar HCIBC) Morar fa HaManaT AHypeTHYHHA, HATPHYPETHIHHS AHTHXMNCPTEHIUBHUA
edyeKT Ha THA3WAHWTE IMYPETHUA H AHTHXUNEPTEHIMBHUA KT HA AHTHOTEH3HH Il peuenTopHuTe —
AHTATOHHCTH. / A g
Ipy HAKOW MALMEHTH ¢ HApYIeHa GbOpedHa QYHKUMA (HANPHMEP ACXHAPATHPAHH Mauk grﬁmmm - .{ﬁ;:o b
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TIALMEHTH B HATIPEAHATIA BE3PACT ¢ HapylueHa ObOpedHa GyHKIMA) eAHOBPEMEHHOTO MPHIOKEHHE HA
airuoTensus I pelenTopHy aHTArOHUCTH W IGKAPCTBEHH MPOAYKTH, KOHTO HHXHMOUpAT
IIMKITOOKCHTEHA3aTa MOKe Aa JOBEAE 0 MO-HATATHUIHO BlolnaBaHe Ha OuOpeyuHara QyHKuHS,
BKITIOUHTEITHO € RE3MOKHA 0cTpa OBOpeuHa He0CTATHYHOCT, KOATO 00MKHOBEHO € ofparkiMa. [lo
Ta3M NpHUHHA, KOMOUHaLMATa Tp26Ba na Gbae NpUAaraHa ¢ NOBMILEHO BHUMaHKe, 0C00EHO TIpH
NALMeHTH B HanpeaHana b3pacT. [lauuenTuTe Tpabea ga 6baT aleKBATHO XHAPATHPaHH U fa Gtae
npociaeassana 6r0peuHaTa uM QYHKUMA B HAYATOTO Ha KOMOMHUPAHOTO JICYEHHE W TICPHOJHYHO Clej,
TORA.

B eaHo npoyuBaHe eqHOBpPeMEHHOTO NPHaraHe Ha TEIMHMCAPTAaH H paAMHTIPWIT ¢ IOBETIO A0 NOKAYBaHe
Ha AUCO0-24 u Cmax Ha paMHNIpUN M paMHIpHnat A0 2,5 metH. KiuHHYHaTa 3Ha4MMOCT Ha TOBa
HabnmoaeHHe He € H3BECTHA.

IIpecopHy aMUHH (HanpUMep BOPANPSHAIHH )

Ecexra Ha npecopHHTEe aMMHH MOXKE Ja C€ HaMafu.

HegenongpusHpaniy MHOPENSKCAHTH (HANPUMED TYOOKYpPapHH)
XuapoxnopoTHasua Moske Aa NMOTSHIHPa edeKTa Ha HENSHONAPHIHPAILIHTE MHOPENAKCAHTH.

JlekapcTBEHH OPOAVKTH H3TON3BAHM 32 JJEUEHHE HA noaarpa (Hanpumep npobe UL
cYIDHHIUPA3ZOH H a10NYPHHON)

Moske [a ce HANOKY KOPUrHpaHe Ha JO3aTa HA YPHKOZYPHUHHTE JIEKAPCTBEHH NMPOAYKTH, Thil KaTo
XHAPOXJIOPOTHAZU] MOXKE JIA YBESIHUM CEPYMHHTE HHBA HA MMKOYHATA KHCENMHA. Moxke na ce HaNOXH
NOBHIIABAHE HA 1O3UTE Ha MPOoOEHULINA UK cynPpuHNHpazoH. EAHOBPEMEHHOTO NpHEMaHe Ha
THA3HIH MOKE /14 NOBHIIIM YECTOTATA HA PEAKLIHHTE Ha CBPBX'YBCTBUTETHOCT KEM Aoy pHHOL.

Kanuues colu
THazuaHKUTE AMYpPETHLUH MO3Ke [1a MOBHILAT CEPYMHHTE HHBA Ha KLU, KOSTO €€ AB/DKH Ha

MOHWKEHATA MY €KCKpeuus. AkO TpsabBa Ja ce NpelnMuIaT KaluueBd T06aBKH WIH JIEKAPCTBEHH
NPOAYKTH, 3aAbpKallH KaIlUHH B OpraHk3Ma (HarnpuMep Tepanus ¢ BaTamMiH D), e HeoGxoaumo fa ce
TIPOCIEAABAT CEPYMHHTE HHBA HA KANLMA M CHOTBETHO 1A CE€ KOPUrHpa A03aTa.

Beta-610KepH M THAZOKCHT
THE]BH,I!HTC MOXKE Ia OBHIIAT XHHCP[‘I[HKCMH‘[HHTG e(i)e[md Ha GCTa-GJ]OKepHTB H JHAa30KCHIA.

AHTHXONHHEPrHYHHTE NEeKAPCTBEHH MPONYKTH (Hanpnmep aTponyH, GHHCPH,IIGH) MOXe Aa NOBUIIAT
OHOHANWUYHOCTTA HA THA3HIHHMTE JHYPETHLH Ypes MOHHKABAHS HA CTOMAaUIHO-UPCBHHA MOTHITHTET H
YeCTOTATa HA H3NPa3BaHE Ha CTOMAaXxa,

AMAHTHAUH
THa3HAHTE MOXKeE A YBETHUAT PUCKA OT HEXKENAHH eEKTH, MPHYHHEHH OT AMAHTHIMH.

HHTOTOKCH‘{HH JEKAPCTBEHH TTPOAYKTH {Hanpumep upknodoctamun, METOTPEKCAT)

TuasuanuTe MoXe a HamanaT OrOpeuHara ekckpeuHa Ha IMTOTOKCHYHHTE ICKAPCTBCHH MPOXYKTH H
Ja MOTSHLMPAT MEENOCYNpecHpatiiHg UM deKT,

B®3 ocHoBa Ha (apMaKoONOTHYHHTE UM CBOHCTBA € Bb3MOMKHO Ia € OUaKBa, Y€ CICAHHTE
NEKAPCTBEHM [IPOYKTH MOraT [a NOBHILAT XMIIOTCH3HBHHA €(eKT Ha BCHYKH aHTHUXHIIEPTeH3UBHH
CpE/ICTRa, BKIIOUHTENHO TeNMHcapTaH: Gakioden, aMudOCTHH,

ChI10 TaKa, OPTOCTATHYHATA XHIOTOHHA MOXe Ja OhE 3aCHACHA OT alKoXod, Hapbutyparsy,
HAPKOTHYHM BELLECTBA HITH AHTHAECTIPECAHTH.

4.6 eprunureT, (peMeHHOCT H KEPMeHe




bpemenHocT

He ce npenopbusa ynotpebata Ha anrnotensuH II penenTopHH aHTarOHMCTH Npe3 MbPBHA TPHMECTHP
Ha GpeMenHocTTa (BX. Touka 4.4). Yorpebara Ha anrHoTenzuH Il peuenToOpHH aHTarOHHCTH €
MPOTHBOMNOKA3aHA NP3 BTOPHS K TPETHS TPHMECTHP Ha OpeMeHHOCTTa (BiK. TOUKH 4.3 H 4.4).

Hama pocrarbuso naHHM 3a ynoTpebata Ha Tenmucapran / Xuppoxmoporuasun CTAIA npu
GpeMeHHH skeau, ExKcnepUMEHTaNHMTEe NPOY4YBAHHA TPH KWBOTHH TOKAa3BaT PpenpoiyKTHBHA
TOKCHYHOCT (B, Touka 5.3),

EnuMmeMHONOrHHHHTE AAHHH 32 PHCKa OT TepaToreHHocT el excrniosuums Ha ACE nHxn6utopy npes
MBPBHA TPUMECTHP Ha GpemeHHOCTTA He ca yOeauTenuu. Bee nak, He Moxke f1a ¢ M3kmouM cnabo
MOBHLIABAHE Ha PHCKA. JIOKAaTO HAMA KOHTPONMPaHH EMHAEMHONOTHYHYH AaHHH 34 PHCKA DPH
ynotpe6a Ha anrdoteHsHH 11 peUenTOpHH AHTATOHHCTH, CXOAHH PHCKOBE MOTAT Ja CBHIISCTBYRAT H
MpH To3H KJac nekapceTsa. [TauneHTkuTe, KOMTO [1aHHPAT GpeMEHHOCT, TpAOea Na MPEMHHAT KbM
aNTEpHATUBHO AHTHXMIEPTEH3HBHO JIEYSHHE ¢ YCTaHOBEH Mpodui Ha GesoNacHOCT NpH ynotpeda no
BpeMe Ha GpeMEHHOCT, OCBEH aKo Ce CUHTa, ue € OT 0cobeHa BayKHOCT 1a Ce NPOABIDKH JIEHEHHETO ¢
aurnotersun Il peuenTopHi aHTArOHKHCTH. AKO € AHArHOCTHLMpaHa OpeMEHHOCT, JICHEHHETO ¢
aHrnoTensuH I peuenrOpHI aHTAroHHCTH TPAGBa HezabaBHO Na Oble NPEYCTAHOBEHO H aKOo €
noaxonsawo Aa Obae 3aMOYHATO ANTEPHATHBHO JiEUEHHE.

VCTaHOBEHO €, Y€ eKCIMO3HLMATA Ha aHrHoTeH3HH 1l pelienTopHr aHTaroHHCTH NPE3 BTOPHA H TPETHA
TPHMECTEP Ha GPEMEHHOCTTA NPeAH3BHKBa (PETOTOKCHUHOCT NpH Xopa {NoHWkeHa 6u0peyuHa
(YHKIMA, ONMUrOXMAPaMHHOH, 3a0aBeHa YepernHa OCHKALIEA) H HEOHATANTHA TOKCHYHOCT (BBOpeyHa
HEJIOCTATRYHOCT, XMIIOTOHHA, XUNepkanHemMua) (Bx. Touka 5.3).

Mpenopsusa ce yATpasBYKOB nmpernea Ha 6b0peuHaTa GyHKUMA H Yepena, ako HACTBITH €KCTIOZHLHA
Ha aarHoTenstH Il peLenTOPHH AHTArOHHCTH TPe3 BTOPHA TPUMECTBP Ha GpeMEHHOCTTa U CJIEJ TORA,
HoeopoaenuTe, uuiito Maiiki ca npueMaiu aHruotensud Il peLenTopHy aHTAroHHCTH, TpGBa na
§BIAT BHUMATETHO HabMOAABAHH 33 HATHYHE HA XHIIOTOHMS (BXK. Touku 4.3 u 4.4).

OmuTET ¢ XHAPOXNOPOTHA3HA N0 BpeME Ha I6]Z)f:l\fleHl-[O(.“'I' € OrpaHHy4YeH, ocobeHo npes3 nbpBHA
TpHMecThp. [IpoyuBaHUATA MPH KHWBOTHH Ca HEAOCTATHYHH. XHAPOXIOPOTHA3HA NPEMHHABA TIPE3
nnauedTara. bazupaiiku ce Ha (hapMaKkOIOTHYHHA MEXAHWILM Ha JEHCTRHE HA XHIPOXJIOPOTHASHA,
ynotpefara My npe3 BTOPHA M TPETHSA TPHMECTHP MOXKe JIa KOMNpoMeTHpa eTo-IUTaleHTapHaTa
NPOMYCKIHBOCT, H 4 NPHYHHH (PETATHH H HEOHATANHH e()EKTH, KATO XKBITEHHIIA, HApYLICHHE HA
eIEKTPOHTHHA GanaHe ¥ TPOMOOLIMTONEHUS.

Xnupoxnopo’maaﬂn He Tpnﬁsa Aa C€ H3NOJI3Ba NpH reCTaldOHCH OTOK, recTalfHOHHA XHNCPTOHHSA HITH
[peeKIaMIICHS, [IOpaH PHCK OT MOHH/KABAHE Ha MiasMeHus ofeM H IIalieHTapHa Xunonepdysus, 6e3
nofiezeH edekT BBpXy X0Aa Ha 3a00/IABAHETO,

XHIPOXTOPOTHA3HA He TPAGBA Aa Ce U3TON3BA MPH ECCHUUATHA XHTICPTOHUS NPH GPEMEHHH JKEHH,
OCBCH B PeIKH Cliy4au, KOraTo HE MOKe [a CC NMPHIIOKHA Jpyro JICYEHHE.

KspmeHe
Twii KaTo HAMA AAHHHK OTHOCHO ynoTpebara Ha Tenmucaprat / Xunpoxnoporuasua CTAJIA B nepHosia

Ha kbpMeHe, Tenmucapran / XuapoxnopotHasug CTAJIA we

ce NpenopLYBa, a ce NpeAnOYHTAT ANTEPHATHBHH JIeUeHHA ¢ N0-A00pe yCTaHOBEH npodun Ha
6€30MacHOCT B NEPHOAA HA KbpMEHE, 0CO0SHO NPH KbPMEHE Ha HOBOPOACHO MM MPEKACBPEMEHHO
poaeHo aete.

=
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XUApOXIOPOTHA3M/L C& EKCKPETHPA B MANKH KOJTHUECTBA B MaliMHHOTO MIAKO. Tuasmu‘ﬁhﬁf-ggifjiél{@ e,
[O3H, [IPEAM3BUKRAIIH HHTEH3HBHA JIYPe3a MOXe 1a HHXHOHpaT NpOYKUHATA Ha Mﬁ&b’, - \,
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Ynorpe6ata Ha Tenmucaptan / Xumpoxnoporuasux CTAJIA no speme Ha OpEMEHHOCT HE OO
npenopbusa. Ako Tenmucapran / Xuapoxnoporuasun CTAJIA ce
H3MI0JT362 B NEPUOJIA HA KbpMeHe, TpAOBa J1a ce noaabpKaT HaH-HHCKHTE BB3MOXKHH N03H.

heprunuret
B npeakIMHMYHEA POYUYBaHHMA He ca HabmoaaBaHK e(eKTH Ha TEJIMHCAPTaH ¥ XHAPOXIOPOTHA3HA

BEPXY (pepTUAUTETA HA MEXKKH H XKEHCKH HHIUBH]IA.

4.7 Edextd BbpPXY cnocofHocTTA 32 IopHpane 1 paboTa ¢ MAIIHHA

Tenmucapran / Xunpoxtoporrasua CTAJIA Mosxe fa NOBIHAE BBPXY cNocoGHOCTTa BH 3a modupane
u paboTa ¢ MalwMHA, Makap W pAAKO, 3aMaiBaHe WIH CHHIMBOCT MOTAT 114 C€ TOABAT NPH MpHEM Ha
Tenmucapran / Xuapoxnopotuasen CTAJA.

4.8 HexenaHu JeKapCTBEHH peaKIlHN

Kpamxo uznoxcenue na npoguna na bezonacrocm

Haif-4ecTo ¢hoGMABAHATA HeXeNaHa ICKAPCTREHA peakius € 3aMaiiBae. CepHO3eH aHMHOSEM MOKE
pa HaeThIi pagko (=1/10 000 xo <1/1 000).

Teamucapran / Xuapoxnopotuazup CTAJIA 40 mg/12.5 mg

YecTOTATA Ha HEKENAHWTE JEKAPCTBEHH pPeaKiuW, chofuweHu NpH ymorpeba na Tenmucaprad /
XuapoxnoporHazua CTAJIA e cpaBHHMA ¢ Ta3H HA HEKEAHUTE IEKaPCTBEHH PCAKLIHH, CROOILLEHH TPH
ynotpe6a caMo Ha TeNMMCAPTAH B PAHIOMHIHPAHH KOHTPOJMPAaHH MPOYYBAHHA, OOXBAIIALIM 1 471
NAUMEHTH, PA3TPEASICHY HA CIIYYACH NPHHLMI 33 ITYeHUE ¢ TENMHCAPTaH NIOC XHAPOXJIOPOTHAZH
(835) wmu camo ¢ tenmucaptan (636). He e ycTaHOBeHa 3aBHCHMOCT MEXAY J1038Ta M HEXKCNAHUTE
NEeKapCTBEHH pPeaKUMH ¥ JMNCBA BPB3KAa ¢ NOAa, BB3pAcTTa HMIW pacoBaTa NPHHANIEKHOCT Ha
MalHEHTHTE.

Tenmucaprad / Xuapoxnoporaazun CT 80 mg/12.5 m

YecTOTATA HAa HEXCIAHWTE JICKAPCTBEHH peakiyy, chollenu npu ynorpeba wa TenmmucapraH /
XuapoxnoporHazua CTAJIA e cpaBHHMA C Ta3H HA HEKENTAHUTE JICKAPCTBCHH peaKlMy, ¢HOOLLISHH HPH
ynorpefa caMO Ha TelIMHCAPTaH B PAHAOMH3HPAHH KOHTPONMPAHH MPOYHBAHHA, obxpauramu 1 471
MALHEHTH, pasNpee/IcHH HA C/Iy4acH TIPUHLIMIL 33 JIEYEHHE C TeIMHCAPTaH INIFOC XHAPOXJIOPOTHA3HA
(835) unu camo ¢ Tenmucapran (636). He e ycraHoBeHa 3aBMCHMOCT MEKTY [038Ta M HEKEJAHUTE
NeKapCTBEHHM peakUUM M JTMOCBA BPh3KA ¢ MOMA, BH3pacTTa MM pacosata MOPUHANNCKHOCT Ha
naLHeHTHTe.

Tabruvern CRUCDK HA HeJCERANUME ACKAPCMEEN Y peaKyuu

HexxenaHHTe NeKapCTBEHH PEAKIIWM, ChOOILECHH BBB BCHUKH KJIHHUYHK N1POYYBAHHA M HACTBIHIIH 10~
4eCTO NPH M3AOM3BAHETO HA TEJIMHUCAPTAH IULIOC XMAPOXIOPOTHA3HA, OTKONKOTO PH niaueGo

(p <0,05), ca orMcanH No-A0Ny B CHOTBETCTBHE ChC CUCTEMO-OpraHHaTa knacudurauud. Ipu neuenne
¢ Tenmucapran / Xuapoxnopotuasus CTaga MOraT Ja ce NOABAT W HEXKENAHH NeKapCTBeHH Peakiliy,
KOHTO €A XAPAKTEPHU 32 CAMOCTOATETHOTO MPHJIaTaHE HA OTACTHHTE My CHCTABKH, HO KOMTO HE Ca
Hab/0qaBaHH B KIHHHYHHTE [IPOYYBAHU.

HexemaHuTe eKapCTREHH PEAKLMH ¢4 KaTETOPH3HPAHH CHOpe/ 4eCTOTaTa, KaTo € H3M0/13BaHa
cnexHara knacugrkaupua: MHoro yectd (>1/10), sectn (>1/100 a0 <1/10}, HeuecTu =1/1 000 oo
<1/100), penxu (=1/10 000 no <1/1 000), mMuoro penxw (<1/10 000), ¢ HEM3IBECTHA HECTOTA (ot
HaMYHMTE AHHH He Mooke Aa Gbe HanpaBeHa OUEHKa).

HpH BCAKO PpYMHPAHE B 3aBHCHMOCT OT YecTOTATA, HEXKETAHHTE JISKAPCTBEHH PCAKIIHH CC n36posna‘r

B HH3XOIALI ped MO OTHOWCHHE Ha TEXKECTTA. ,;:.a—---—u.
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Peaxu: 6ponxut, GapyHIHT, CHHYHT

Hapviienua Ha HMYHHATA CHCTEMA
Peaku: 060CTpaHE WM AKTHBHPAHE HA CUCTEMEH NYITYC epUTEMATOAEC |

Hapyuienns Ha MeTaGonH3Ma ¥ XpaHEHETO
HeuecTh: xunokamdeMus
Peiki: XHIEpYpHKEMHUSR, XHIIOHATPHEMHS

[cuxuuHM HapyuIeHNA
HeuecTn: OesnokoiicTBo
Peaku: aenpecus

Hapyitienus Ha HepBHATA CHCTEMA
YecTH: 3aMaiirade

Heqecm: CHHKOII, MapcCTE3NA

Peaku: He3chbHUe, HAPYLUEHHA Ha CBHR

Hapyiiienng Ha ouuTte
Penku: HApYWEHHS HA 3PSHUSTO, 3AMBITIEHO BIHKIAHE

HapyilieHns Ha vXoT0 H JalHpHHTA
Heyectu: pepturo

CHpASHHH HADYILIEHHA
HeuecT: TaXHKapaua, apuTMHUA

CeO0BH HAPYIISHAS
HedecTH: XHIIOTOHHA, OPTOCTATHYHA XHIIOTOHHS

PeclUparopHy, PLAHE B MEIHACTHHATHH HAPYUICHHUS
Hewect: nucnaed
Penku: pecniupaTopeH AHCTpec (BKIIOUHTEIHO THEBMOHHTH W OenoapobeH oToK)

CToMallHO~-YPEBHH HAPYIIEHHI
HeuecTn: aHapui, cyxoTa B ycTtata, (aTy/eHLMs
Penku: aGnoMuHanna GoTKa, 3aMeK, AUCOSICHA, MOBPbLIAHE, FAaCTPHT

Xenato-6UnHapHH HApYIUEHH
Peaku: abHOPMHA YepHOApOGHA GYHKUHA/HEPHOAPOOHO HApYILEHHE

2

HapyLoenus Ha KoxarTa ¥ NONKOKHATA ThKaH
Peaxu: aHrHoeaeM (ChLIO M ¢ (GaTaNieH HAXOM), EPHTEMA, TIPYPHTYC, OOPHB, XMOepXHAPO3a, YPTHKAPHA

HapviEeHHA HA MYCKYIHO-CKENETHATA CUCTEMa, CHEAHHHUTENNATA THKAH W KOCTHTE
Heuvectn: 6onkn B repba, MyCKYIHH CMA3MH, MHAJITHA
Peaku: apTpanrud, MycKyJHH KpaMnH, 6onka B KpakHHk

HapylieHus Ha BE3IPOM3BOAUTENHATA CHCTEMA H I'bpaTa
HeuecTH: epeKTUNHA AHCHYHKLHA

O6mM HapviueHMa M edeKTH Ha MACTOTO HA IPUNIOKEHHE
Heyectu: Gonka B rpbHuEA KO

1




Penku: rpunonoao6Ho 3abonasane, bonka

Hacnenpanua
HeuecTd: NOBMILEHA NHKOYHA KHCEAMHA B KPBBTA

Penxu: norlieH KPeaTHHUH B KPBRTA, NOBHINEHa kpeaTH PocoKHHA3a B KPBETR, MOBHIICHH
YEPHOAPOOHHTE EH3UMH

1: na Gaza Ha MOCTMAPKETHHIOBHA OMUT
2: 3a JOMBAHUTENHO OMHCAHHE, MOJIA BIKTE MOATOUKA ,,Onucanue na u3bpanu nexcerany peaxyuu ™

OITLTHHTEAHA UH(OPMAITASA 34 BCEKH OT KOMIIOHEHTHTE
Hesxenanure peakiuu, choBLIABAHH NPeaH TOBA [IPH CAMOCTOATE/HOTO U3MNON3BaHe HA HAKOH oT
KOMITOHEHTHTE, MOraT Aa BE3HHKHAT W Npd u3nonssakeTo Ha Teamucaprad / XuJpoxnaopoTHasHi
CTAJIA, nopu aa He ca HabMIOJaBaHH NPU KIMHUYHHTE MPOYYBaHMA HA TO3H MPOIYKT.

Teamucapran:
YecToTaTa Ha HeXeTaHUTE JEKAPCTBEHH peakUHH [MPH H2MOM3BAHETO HA TEIMHCAPTAH H nnauebo e

MoYTH COHaKBa.

YecTOTATA HA HEXENAHHTE IEKAPCTBEHH peaklHH, chobieHH npH ynotpeba Ha TenMucapTaH (41,4%),
€ cpaBHHMa ¢ TutaueGo (43,9%) npu nianebo-koHTpoaupany npoyusanud, Ilpeactasenure no-aomy
HEMEMaHW PeakLUMH, OTpa3aBaT Pe3yNTaTHTE OT BCHYKH KIHHHYHH NPOYYBAHHA MPH MALHCHTH,
IEKYBaHH ¢ TEJIMHUCAPTAH 3d XHIIEPTOHHA WIH NIPY NalMeHTH Ha 50 roavMeM, WK NO-BH3PacTHH C
NOBHILUEH PHCK OT ChPAEHHO-CBHIOBH HHIHACHTH:

Hadekpy 1 uabecTaUHH

Heuectu: nHbeKUHS Ha rOPHHTE AUXaTENHH NBTHINA, HHEKUKMI HA MHKOUHHTE MBTHILA BKIIOHHTENHO
LHCTHT
PeIKH: CENCHC BIJTFOMHTENHO ¢ (haTaneH H3xos

HapyweHus Ha KpBBETa H aUMQHATA cCHCTEMA
HeyecTn: aneMus
Peaku; eosuHOGHIMSA, TPOMOOLIUTOTIEHHA

HapyiureHuns H#a uMyHHaTa cHCTEMA
Pepxu: cBpBXUYBCTBUTENHOCT, aHA(HIAKTHYHA PeaKius

Hapvriienys Ha MeTabonM3Ma U XPAHSHETO
HeuecTn: xunepranHeMHa
Penxu: xMmornukeMus (OpH maLgedTH, 6onHA oT guader)

ChpaeqHu HApYIIEHHA
Hewectu: Spanukapaus

HapvieHna Ha HEPBHATA CHCTEMA
Penku: chbHAKWBOCT

PecninpaTopHH, TPLAHH W MEAHACTHHAIHY HApYLIEHHS
HeuecTH: kawmrua
MHoro pefikH: HHTepcTHLMANHa GenoapobHa Gonect *

—
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CToMalIHO-YPEBHH HApYIIICHHA
Penxu: croMauied fuckoMQopt I
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HapytieHis Ha koskaTa W MOJKOXHATA ThKaH
Peaky: ekzema, iekapcTBeH oOpHB, TOKCHYEH
KOeH 0OpHB

HapyiieHus Ha MyCKYJIHO-CKENETHATA CUCTEMA, CHEIHHITENHATE TEKAH W KOCTHTE
Penku: apTpo3a, GONKH B CYXOXKMIHATA

HapyuieHra Ha 610penyTe H MHKOYHUTE TETHLIA
HeuecTu: 660peuHo yRpexnaHe (BKITIOUMTENHO ocTpa GHOpeyuHa HeOCTATBYHOCT)

O61M HapyLleHHs 1 epekTH Ha MACTOTO HA MPHIOKEHHE
HeuvecTH: acTeHus

Hacrnenpanus
Penxy: IOHIDKEHH CTOMHOCTH HA XeMOTTIOOHH

3: 33 NOMBHKTEHO ONMKCAHKE, MOMA BIXKTE OATOUKA ,,Onucanie Ha usOpani HeXCenany peaxyui’

XuApoXJIOpOTHAZNA
XUAPOXTIOPOTHAZUA MOKE J1a MPHYHHH WIH O0OCTPH CLCTOAHHE HA XHIOBOJIEMHA, KOETO OT €BOA
CTpaHa MOXe Jia JoBeJie A0 CNEKTPONUTEH AHcOanane (Bxk. Touka 4.4).

HexcenaHHTe IEKapPCTBEHU PeaKLHK C HEH3BECTHA H4ECTOTA, ChOOIIABAHH NMPH CAMOCTOATE/IHATA
yroTpeba Ha XHAPOXJIOPOTHA3HA, Ca:

HeornasMu — 100pOKaiecTBEHH, 310KA4ECTBEHH W HeOTpeAeneHH (BKIL. KHCTH M [IOIUTTH)
C mHeusBectHa uectota: HememaHomeH pak Ha koxaTa (Da’alHOKNETBYCH KapUMHOM H
CKBAMO3HOKIIETBYEH KAPLIKHOM).

Hudexipiv ¥ HadecTausn
C HEH3IBECCTHA YeCTOTAa: CHANOAACHHT

HapynieHus Ha KpBBOHOCHATA K AUM(HA CHCTEMH

Penku: TpoMOoLMTONEHHs (NOHAKOTA C MypIypa)

C HeM3IBECTHA YECTOTA: alACTHYHA AHEMHA, XeMOMMTHYHA AHEMHA, MMOTHCKAHE HAa KOCTHHA MO3BK,
NeBKONIEHHUs, HEYTPOTIeH A, arpaHyIoLuuTo3a.

Hapymeuuﬂ Ha KMYHHATa CHCTEMA
C HeH3ReCTHA YECTOTA: anadmnaxmqm{ peakunH, CBPEXYYBCTBHTEIHOCT

HaQ!HIEHHSI Ha CHOOKPpHHHAaTa CHCTEMA
C HeH3BEeCTHA YECTOTA: HEAOCTATHYHO KOHTPOITHPAaH 3aXapcH nﬂaﬁer

HapviueHus Ha MeTaDOIH3MA W XPAHEHETO

YecTH; XMIOIOMATHE3HEMHA

Penici: XHOepKaniueMH

MHOro peaKH: XHNOXAopeMHYHa ankao3a

C HeM3BECTHA  UECTOTA:  AHOPEKCHS, TOHWKEH  AMEeTHT, ENEKTPOJIHTECH nucbanaxe,
XKIIEPXONECTEPONCMHA, XUTIEPTITHLHEMHSA, XHIOBOIHEMHA

e

- ’/:/ \_\'—l‘-\Mﬂ 3] ‘\.\
TMcHxUUHY HapyIIeHHA PR AL G
o P ~

C HeH3BecTHA 4ecToTa: Oe3NoKOHCTRO
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HapyvilieHua Ha HEPBHATA CHCTEMA
Penxu: rnasofonue
C HeuzBecTHA YeCcToTa: 3aMaliBaHe

Hapviiedua Ha ouunTe
C HEeHM3BECTHA YECTOTA: KCAHTONCHA, OCTpa MHOIMHA, OCTPA 3aKPHTOBLIBIHZ [JIAyKOMa, XOpoHJancH
H3INHB

CrJoBH RApYIIEHHS
C HeH3BeCTHA YECTOTA, HEKPOTHIHPALL BACKYNHT

CroMartHO-4peBHH HAPYIEHNA:
YecTH: raaeHe

C HeusBecTHA YecTOTA: NAHKPEATHT, CTOMALIEH AUCKOMpOpT

Xenaro-OWnHapHH HApPYLICHHA
C HeH3BECTHA YECTOTA: XeNATOLETYIapHa HbITEHULA, XONEeCTATHYHA JHKBITEHHLA

Hapyuienud Ha kOXaTa 4 NONKOKHATA ThKAH
C HeH3BeCTHA YECTOTA! nynyc-nonoﬁeﬂ CHHOPOM, peaKilHH Ha (QOTOUYBRCTBHTEIHOCT, KOXKEH BaACKYJIUT,

TOKCH'HA €MHAEPMAHa HEKPOIU3a, epuTeMa MynTHgopme

HapyiieHns Ha MYCKYHO-CKEIETHATA CHCTEMA, ChEAHHHTEIHATA ThKAH H KOCTUTE
C HeH3BecTHa vecTOTa: clabocT

Hapymenus Ha 6uOpeLMTe ¥ MHKOYHKTE OBTUIIA
C HeM3BECTHA YeCTOTa: HHTEPCTHUHaNEeH HedpuTt, 6s6pedHa AHCHYHKUMIA, [TIOKO3YPUs

O0ny HapyweHnd B eeKTH Ha MACTOTO Ha OPHIOKEeHHE
C HeH3BecTHA YecTOTa: MUPSKCHA

Hacnenpauus
C HeH3BeCTHA YeCTOTa: MOBHINEHW HHBA HA TPHCHUEPHIH

OnucaHue Ha H3OPaHH HEKEIAHH JIEKAPCTBEHH DEaKIHH

AGHOpMHa yepHOApoGHa QyHKUUA/9epHOAPOOHO HapyLIEHHE

[Moreuero cayuau Ha abHOpMHA YepHoapoGHa dyRKuM/YepHoapoOHO HapyineHHe OT
TOCT-MAPKETHHIOBHS ONUT ¢ TEJIMHCAPTAH HACTBHITBAT MPH NMALHEHTH OT ANOHCKH npouzxod. Ilpu
NALMEHTH OT ATIOHCKH MPOHM3XO/ CHINECTBYBA 0-r01AMA BEPOATHOCT 3a pasBHTHE Ha TE3H HEKCNAHH
peaKIHu.

Cencuc

B npoyusasero PRoFESS ¢ nabmoaasana nosHineHa 4€CTOTa HA CETICHC NMPH TE/IMHCAPTAH B
cpaBHeHHe ¢ taneSo. CrOUTHETO MOsKe 1a € cTy4dalia HaxOAKa WM Ja € CBBP3aHO C HEeTO3HAT 10
MOMEHTA MEXaHHIBM (B3K. Touka 5.1).

Hurepcrvuuanna Genoapobna Sonect
Cryuan Ha MHTepcTHUHANHA OenoapoGua Sonect ca A0KNANBAHH OT MOCT-MaPKSTHHTOBHA ONUT, BHB

BPB3KA ¢ IPHUEMa Ha TeqMicapTaH. [IPHYHHO-CIEICTBEHHA BPB3Ka 00aue He € yCTaHOBEHa. ..
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HemenanoMeH pak Ha xokara: Bb3 0CHOBA HA HATHYHHTE AAHHH OT ENHAEMHONOTHYHH MPOY4BaHUA e
Hab/lrofaBaHa 3aBHCHMA OT KyMynaTHBHaTa o032 Bpb3ka Mexay XXT3 m HMPK (sx. crio Touku 4.4
u5.1)

CrobuiaaHe Ha NOAOIHPAHH HEMENAHH peaklIMK

CHoBWABAHETO HA NOAOIHPAHH HEXKETAHH PEAKLMH CJIEA Pa3pelaBaHe 3a ynotpeba Ha JeKapCTBeHH
npoaykT ¢ BaxkHo. ToBa Mo3BoABA A4 MPOABDKH HABMIOAEHHETO HA CHOTHOLIEHHETO NMON3a/pHCK 32
nekapeTBeHHA NpoaykT. OT MeAUUMHCKHUTE CNELMANHCTH €€ H3IWCKBA 14 CbhobLIaBaT BCAKa NoJ03HpaHa
HesKeJTaHa PeaKuHs upe3: ChoOIHTe HekelaHH Peakliy MPEKTHO Hpes:

H3mbaHKTEIHA areHLHs 1o JiekapeTBaTa
va. . Jlaman [pyee” Ne8

1303 Codua

Ten.: +3592 8903417

vebcaiit: www.bda.bg
4.9 TIpeno3npane

ChINECTBYBa OTpaHHYeHa HHPOPMALMA MO OTHOLIEHHE HA MPe03UpPaHe HA TEIMHCAPTAH NPH X0pa.
TenmucapraH He ce oTaens npu xemoauanu3a. He e ycTaHOBEHO 10 KAKBA CTENEH XHAPOXTOPOTHA3HA
ce OTAeNs MpH XeMOIHATH3E,

CHMITTOMH:

Haii-H3apeHHTE NPOABH HA TIPEIO3MPAHE ¢ TEIMHCAPTAH Ca XHITOTOHHA M TAXHKAPAMA, a CBhIIO ce
crobiuarat U Gpaaukapaus, 3aMagHOCT, TOBHIIIABAHE HA CEPYMHHIS KPeaTHHHH H ocTpa 6p0peuna
HepocTarbuHoCT. [TpenosupaneTo ¢ XMAPOXIOPOTHAIHA, €€ CBbP3BA ¢ HAMANIABAHE HA ENEKTPOIHTHTS
(XMTIOKATHEMHS, XUTIOXIOPEMHA) M XHIIOBONHEMHA, ABDKAIIA Ce HA SKCIECHBHATA Hype3a. Haii-
4eCTHTE CHMITOMH Ha MPEIO3HpaHe ¢a TaJIcHE M COMHOJIEHTHOCT. XHMITOKAIHEMHATA MOXe Ja JIOBEIC
A0 MYCKY/IHH CTIA3MH H/WIH aKLIEHTYWpaHa apUTMuUS, CBBP3aHH ¢ €HOBPeMeHHaTa ynotpefa Ha
IHTHTATHCOBH PIHKO3HIH HIIH ONPEASACHH aHTHAPHTMHYHHA NEKAPCTBCHH MPOIYKTH.

Jleyenne:

TenmucapTan He ce oTAeNs Mpu xeMoauanu3a. [lauueHTsT TpaGea na Gble BHUMATENHO HabI00aBaH
H JIeUCHHETO TpAOBa na Obae CHMNTOMATHYHO H MOLTBPAKalLo. OBNalaBaHEeTO 3aBUCH OT BPEMETO Ha
npHeMaHe Ha NPOAYKTA H TEKECTTa Ha CHMIITOMHTE, [TpenopbunTeHUTe MePKH BKIIOYBAT
NPEA3BUKBAHE HA MOBPBILAHE H/WAH cTOMALIHA npomupka. [IpuiaraHeTo Ha akTHBEH BBIVIEH MOXe
aa ObAe NMoNe3HO NPH NedeHie Ha Npefo3vpaneTo, HeobGxoqumo e 4ecTo npocne/iABaHe Ha CEPYMBAUTE
EIEKTPOJIHTH M KpeaTHHUH. [IpH rosBa Ha XMTIOTOHHA, IALMEHTET TPAGBa 1a 6BAe MOCTaBeH B
Nerdano no rpso NonoKeHHe H GbP30 Ja ce MPHIIMKAT CONCEH H 00SMHH 3aMeCTHTENH.

5. DAPMAKOJOIMYHH CBOMCTBA
5.1 PapmakoTHHAMHYHE CBOIHCTBA

dapMakoTepaneBTHUHA rpyna: AHrHoTensuH Il antaronnctd H muypethum, ATC kox: CO9DA07

Tenmucapran / Xumpoxmoporuasng CTAJIA e komOuHauua ot adruoreHsHH [l penemropen
AHTATOHMCT TENMHCAPTAH M THA3HAEH RHYPETHK Xuapoxioporuazui. Ilpu koMOuHMpaHETO HM TE3H

CHCTABKH MMAT AJHTHBEH AHTHXUMEPTeH3HBEH €(eKT, KOSTO BOAM 10 MO-TOJLIMO Hayun a
. 1
KPBbBHOTO HanAraHe - &n\ f*_s!'ﬂf)_n

OTKOIIKOTO, aKO ¢a NpHIokeHn nootaento. Teamucapran / Xuapoxnoporuasu, C éﬁ‘k,’ npqeﬁ
BE/IHEK JIHEBHO B TEPANIEBTHYHH JI03H, BOAH 0 e(QeKTHBHA H NI2aBHA PEIYKLHA HA Kp*bhﬂm*o Hamral-[e R
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MexaHH3EM Ha JEHCTBHE

TenMucapTaH e nepopanso edekTiBeH W cneundnyer aHrvoTeHsHH Il peuenTopet aHTArOHHUCT (THIT
AT). Toit M3MECTBa ¢ MHOTO BHCOK aHHHTET aHTHOTeH2HH I 0T HEroBoTO MACTO HA CBBP3BAHE B
AT) peuenTOpHHA NOATHI, KOHTO € OTTOBOPEH 34 U3BECTHHTE NCHCTBHA HA AHTHOTEH3HH IL.
Tenmucaprad HAMA AOPH M YACTHYHA arOHHCTHYHA akTHBHOCT cnpaMo AT peuenropa. Tenmucapran
ce cebp3Ba cencktHeHo ¢ AT, peuentopa. Cebp3BaseTo e NpombkUTENHO. TeMHCcapTaH He MoKa3Ba
aMHMTET KbM APYTH peuenTtopy, Bkmountento AT2 u apyru no-cnaGo xapakrepusupans AT-
peuentopy. OYyHKUMOHANTHATA PO HA TE3U PELEHTOPH He € U3BECTHA, HE © WIBECTEH i ¢PeKTET Ha
TAXHATA BB3MOKHA CRPBXCTUMYTIAUS OT aHTHOTEH3HH [, YHHTO HMBA Ca NOBHIIEHH OT TEJIMUCAPTaH.
HupaTa Ha Na3MeHHa aIOCTEPOH ca MOHKXKEHH OT TenMucapTaH. TeamucapTaH He HEXHOKpa
YOBEIIKMA NTA3MEH PEHUH M He Griokupa HOHHHTe kaHanu. TenMucapran He MHXUOMPa AHMAOTEHIHH
KOHBEPTHPAILHA €H3KMM (KHHMHa3a 1), eH3uMET, KoiiTo chllo pasrpaxaa OpaaukuHHHa. [lopaay Toea
HE Ce OYaKBa Ja NoTeHUHpa GPMHKHHHH-MCJ],HH]‘J&HHT‘? HEXKETaHH NEKapCTBCHH DCAKLHH,

[Mpu xopa po3aTa oT 80 mg TeIMHCAPTAH NMOYTH H3LANO HHXHOHpa NPeAH3BHKaHOTO OT aHTHOTCH3HH
Il nopuaBaHe Ha KpLBHOTO HaAraHe, HHXMOHTOPHHAT edekT ce noanbppxa Hax 24 vaca, KaTo Bee
oule Moke aa Obae ycraHoBeH 1o 48 uaca.

XuapoxnopoTHasHa € THa3UAEH AHYPETHK. MeXaHW3MBT, 10 KOMTO THA3HAHHTE AHYPETHUH TIOCTHraT
AHTHXHIIEPTEHIUBHUA CK €EKT, He € HANBIHO W3ACHEeH. THARUTUTS OKA3IBAT BLANCHCTBHE BHPXY
MeXaHu3MHTe Ha pealcopbuus Ha enexkTponuTH B GuOpeunuTe TyOynad, KaTO AMPEKTHO TIOBHILABAT
EKCKpeLMATa Ha HATPHH M XNOp B npuONHINTENHO eKBHBANEHTHH KOMHYECTBA. JIHYpeTHHHOTO
JeHcTBHE Ha XHAPOXJIOPOTHA3MA HaMandea ruazMeHus ofeM, MOBHINABA AKTHBHOCTT2 Ha PEHHUH B
I1a3MaTa, YBCIHYABA €KCKPEUHATA Ha aAOCTEPOH ¢ MOCAEIBAIIO YBEIHYCHHS HA Ka/IHA B YPUHATa i
3aryba Ha OukapGoOHATH, ¥ HAMANSBA HUBATA Ha Kamuuii B cepyMa. CuMTa ce, e €AHOBPEMEHHOTO
NMpHIOKEHHE Ha TeMHcapTaH, BIOKApaHeTO Ha CHCTeMAaTa PeHHH-aHTHOTEH3HH-aA0CTEPOH, BOAW 10
obparen edeKT MO OTHOWIEHME HA 3ary(ara Ha Kaluid, KOATO ce JBJDKH Ha Tesu auyperuuu. Ilpu
Npunarade Ha XHIPOXJOPOTHA3UI HAYANOTO HA AHype3aTa € ciel 2 uaca, Karo NWK Ha edekra ce
nabmonaea ¢nen oKoNo 4 yaca H IEPCHCTHPA B NPOABIKEHUE Ha NPHOAH3NTENHO 6-12 yaca.

Knunnuna ed#kacHocT H 6e30MacHOCT

JleveHne HA ecEHLHATHA XHITCPTOHHA

Crien npunarade Ha mbpBaTa f03a TEIMHCAPTaH ce Habmo/1aBa MOCTEIEHHO 1105Ba Ha
AHTHXHIEPTEH3HBHA aKTHBHOCT B paMKHTe Ha 3 Yaca. MakcumanHara peyKius Ha KPBBHOTO
HanArade c€ JOCTHra HAITLIHO B PAMKHTE Ha 4-8 ceIMMLIM C/IER HAYATOTO HA JIEYEHHETO H C€
MOAABPIKA Ypes [IPOABDKHTENHA Tepanud. Cnea npuemaHe Ha 103aTa AHTUXHICPTCHIUBHHAT edeKxT
NICPCUCTHPA TIOBEUE OT 24 vaca, KaToO BKMOUBA M NOCNEAHHTE 4 4aca Npeay CNIEABALILOTO PHIOKEHHE,
KAaKTO MOKAa3BAT aMOyNaTOPHHTE W3MEPBAHHA Ha KPBBHOTO Hanarane, ToBa € MOTBLPACHO H OT
M3MEPBAHMATA B MOMEHTa HA MAKCHMaNHHA eDEeKT H HEMOCPEACTBCHO MPEAH NPHEMA Ha Ce/BallaTa
1032 {CHOTHOLIEHHETO MUHAMAJIHH KLM MAKCHMAMHM KOHLEHTDALMH, KOETO € mocToaHHo Han 80%
cren nmpyeM Ha 1034 oT 40 ¥ 80 mg TenMucapTad np# miauebo KOHTPONHPaHH KITHHHYHH HPOY4BAHHA).

[Tpy nayeHTH ¢ XHIEPTOHHUS TEIMECAPTaH PeAyLHpa K CHCTOIHOTO M AMACTONHOTO KPLBHO
Hajarase 6e3 1a NOBIHABA IMYJICOBATA YECTOTA. AHTHXUNIEPTCH3UBHATA epHKACHOCT Ha TeNIMHUCApTaH
€ CPaBHMMA C Ta3d Ha MPOAYKTH, IPEACTABATEH Ha IPYTH KNAcOBE aHTHXHNECPTEH3HBHH IEKAPCTBEHH
MpoaykTH (YCTAHOBEHA MPW KIHHWYHH H3OMTBAaHWA, CPaBHABAild Te/MMHCApTaH ¢ aMJIOAMIHH,
aTCHOJIOJ, EHANATNIPHA, XHAPOXJIOPOTHAIU W TH3UHOMPHIT).

Tenmucapran / Xunpoxnoporuasua CT. 80 mg/25 mg:

B 1B0HHO-C/IANO KOHTPONMPAHO KNHHHYHO H3NHTBaHe (=637 nauueHTy, OLCHEHH 34 e(puracHocT)
[IpH MALMEHTH, KOHTO HE Cé NOB/MABAT OT TeueHHeTo ¢ koMGHHaumaTa 80 mg/12,5 mge . m;\\
HabnioAaBaHO MOCTENEHHO YBEHYAaBaHe HA e(heKTa Ha IOHIKABAHE HA KPBBHOTO Han:?( ST 0
2,7/1,6 mm Hg (CKH/JIKH) npu xom6unaumaTa 80 mg/25 mg cnpaMo NpoAb/AKHTENHS f
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komGunamaTa 80 mg/12,5 mg (pasnuka B cpeIHHTE (IPOMEHH, KOPHTHPAHH CNPIMO H3XOJHOTO
HHBO). B nocieasamo KIMHHYHO HAMUTBAaHE ¢ KoMOHHaMATa 80 mg/25 mg ce Habmoaasa
JOMEJHHTENHO NOHWKABaHE Ha KPBBHOTO HafAraHe (M3passBatlo ce B 0610 NoHWwKaBaHe ¢
11,5/9,9 mm Hg (CKH/TKH)).

B 06061eH aHaH3 OT ABE CXOAHH 8-ceAMHUYHK ABOHHO-CIIENH MNaueb0 KOHTPOIHPAHH KITHHHYHH
H3nuTBaHug cnpamo 160 mg/25 mg sancapran/xuapoxaoporuasua (n=2 121 nayueHTH, OUeHeHH 32
¢pHKacHOCT) € HaGMoAaBaH 3HAYHMO MO-TONAM e(eKT Ha NOHHKABAHS HA KPHBHOTO HANATAHE ©
2,2/1,2 mm Hg (CKH/IKH) (paznuka B cpefHUTE NPOMEHH, KOPHTHPAHH CPAMO H3XOAHOTO HHBO) B
nonza Ha koMGrHauMATa 80 mg/25 mg TenMuUCapTal/XUAPOXIOPOTHAIHAL

TTpH BHE3aMIHO MPeKbCBale Ha AEUCHHETO ¢ TEMMHCAPTaH KPbBHOTO HAIATAHE MOCTENCHHO Ce BPhIla
/10 CTOHHOCTHTE Npeay JEYEHHETO, 38 NePHOA OT HAKONKO AHH Ge3 HaHHH 3a pebayHI XHIEPTOHHYEH
edexT.

CrnyqaunTe Ha cyxa KallJHLA €a 3HAYHTETHO MO-MAaNIKO NPH NaLHEHTH, TPETHPaHH ¢ TEIMHCAPTAH,
OTKOIKOTO NPH TaKMBa, HA KOMTO €A NaBaHW HHXHOWTOPH Ha aHTHOTEH3MH KOHBEPTHPALLUA CH3UM B
IIHHHYHH NPOYYBAHHL, AUPEKTHO CPABHABALLH ABETE AHTHXHIEPTEHIHBHH NEUSHHA.

[MpopunakTKa Ha CHLPACHHO-CHIOBH HHLIMACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA eeKTHTE OT MPWIOKEHHETO HA TEIMHCAPTAH, PAMHUIIPHA M KOMOHHALMATA OT TEAMMCAPTaH
H PAMMIIPHIT BBPXY Pe3yTATHTE 10 OTHONIEHHE Ha ChpAEeYHO-ChAOBATA CHCTeMa, MPH 25 620 nalueHTy
Ha BB3pacT > 55 roaMHy, ¢ aHAMHE3a 32 KOpOHapHa apTepHania 00JIECT, MOIBYEH HHCYNT, MPEXOAHO
HapyLIEHHE Ha MOYBLYHOTO KpEBOOGpallieHue, YBpexXaaHe HA MeprdiepHE apTepHH HIIH 3axapeH auaber
THN 2, CHITBTCTBAH ¢ JaHHH 3a YEPEXXAaHe Ha MPHLEIHUTE OpradH (Karo peTHHOMATHI, IeBOKaMepHa
XHNepTpodHR, MaKpo- HIH MHUKpOANOYMHMHYPHA), KOHTO C€a MOMY/MAlKs ¢ PHCK OT HAcTHNIBaHE Ha
CbPAEYHO-CH/I0BH HHIHASHTH.

[MauMeHTHTE ca paHAOMUIHPAHH B €IHa OT CEJHHTE TPH rPYNH 3a neveHute: reamucapran 80 mg (n=8
542); pamunpun 10 mg (n=8 576) wix kombGuHauma ot Tenmucaprai 80 mg u pamunpun 10 mg (n=8
502), TI0CIEABAHO OT MPOCNEASBAHE ChC CPEAHA PORBIKHTENHOCT OT 4,5 roAMHH.

Tenmucaprat nokasea cxoAeH edekT ¢ paMHIIPHN [0 OTHOLLEHHE HAMATIABAHE HA MbPBHYHATA ChCTABHA
KpakHa TOUKA OT ChPASYHO-CHAOBA CMBPT, Hedaranter HHOAPKT HAa MHOKapAa, HeaTalneH MOIbYEH
MHCYAT WTH XOCTIHTAIM3ALHA IOPaaH 32CTOHHA ChpcUHA HEOCTaTh4HOCT, YecTOTaTA HA MbPBUYHATA
KpaiiHa TOYKa € CxO/1Ha B IpymATe Ha TenMucapran (16,7%) u pamunpun (16,5%). KoeguuHeHTBT Ha
PHCK TIpH TeNMHCApTaH cipamo pamunpun ¢ 1,01 (97,5% CI 0,93 -1,10; p (He no- Manka egHKacHoCT)
= 0,0019 opu Mapxk o 1,13). TIpOUEHTHT Ha cyYauTe Ha CMBPT 010 BCAKA NIPU4MHA € ChoTBETHO 11,6%
# 11,8% npu maumeHTHTE, NEKYBaHH ¢ TEIMUCAPTAH H PAMHITIPHI.

YCTaHOBEHO €, Ye e(eKTHBHOCTTA HA TEIMECAPTAH € CXOfIHA C Ta3H Ha PAMHMNPHI NPH NpeABAPHTEITHO
OMnpejeeHaTa BTOpHYHA kpaiiHa e/ 0T ChPASHHO-CHI0BA CMBPT, HedaTaneH HHapKT Ha MHOKApAa 1
uedaranen Moswuen mpHCyIT [0,99 (97,5% CI 0,90 —1,08; p (4e mo-manka eduxachoct) = 9,0004)),

MbpBHYHa Kpaiita ten B pedepenthoto npoy4sane HOPE (The Heart Outcomes Prevention Evaluation
Study), koeTo u3cnensa edekTa HA PAMHIPIUT CTIPAMO TTAueGo.

B npoyusanero TRANSCEND ca panaoMManpaHn TNaunneHTH € HENOHOCHMOCT KBM ACE-]
HHXHGHTOPH, HO MHAYE ChC CXOHH KpMTepHM 3a BKIKUBaHE Kakto B npoyusaHero ONTARGET B
rpyma, puemaiita tenmucaprad 80 mg (n=2 954) unn nnaneto (n=2 972), kato ¥ ABaTa NpPOAYKTA C¢
NpHAAraT B AOMTbIHEHHE KEM CTAHAAPTHOTO NeveHHe. CpeJHaTa NpOABDKHTENHOCT Ha MPOCTICASBAHE
& 4 roaunn v 8 Mecena. He ce ycranoBsBa CTATHCTHYECKH 3HAUHMA PalivKa B 4eCTOTATA Ha %a\
ChCTaBHA KpaitHa Touka (CHpPAEYHO-CHAOBZ CMBPT, HedaTaneHn WHGAPKT HA MHOKapia

MO3BYEH HHCYJIT WIIM XOCMHTANIM3ALHSA NOpaH 3aCTOHHA CHpASUHA Henoc'ran.quocr) §§ ,% B rpyna'r&
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HA TenMucapTan | 17,0% B rpynaTa Ha mwiaue6o, ¢ koedpuuuedt Ha pick 0,92 {95 % C10,81 -1,05;p =
0,22)]. Vima naHHM 33 Mof3aTa OT TEIMMCAPTaH B CpaBHeHHe ¢ Iauedo Mo OTHOIEHWE Ha
NpeABapuTENHO ONpeleieHaTa BTOPHYHA CBCTABHAa KpalHa TOYKAa OT CBPACYHO-CBAOBA CMBPT,
Hedatanes MHdapKT Ha MMOKApAA H HedaTtanes Mossuer uucyr [0,87 (95% CI10,76 ~1,00; p= 0,048).
HAMa JaHHM 3a MOM3a N0 OTHOMIEHHE HA HAMAIABAHE HA ChpPAeUHO-CHAOBATA CMBPTHOCT (KOEHLIMEHT
na puck 1,03, 95% nosepurenex watepean 0,85 —1,24).

Kamnuua ¥ aHroenem ce cuo0IaBaT no-paako MpH NALMEHTH, NeKYBaHH ¢ TEIMHCAPTaH, OTKONMKOTO
MPH NAHEHTH, IEKYBAHK ¢ PAMMITPHIL, AOKATO NPH Teparus ¢ TEIMHCAPTAH M0-4ecTO e chobluasa 2a
CyYaH H& XHITOTOHMS,

KoM6uHipaHeTo Ha TeNMHCApTaH ¢ PAMHIPUI HE 1aBa ACITLIIHHTEIHA [10/13a CNPAMO CaMOCTOATENHATA
TEparnua ¢ paMHNpUil MTH TenMucaptad. ChpaeyHO-ChAOBATA CMBPTHOCT H CMBPTHOCTTA MO BCAKA
NPUUMHA, KATO YHCTEHO W3PAKEHME, CA NO-BUCOKH NPU KOMOUHUPAHOTO neucHue. OCBEH TOBA, UMA
3HAYMMO MO-BHCOKA YECTOTA Ha XUMepKanineMus, 6B0peuHa HEAOCTATHYHOCT, XHIMOTOHUA H CHHKOT B
paMoTO ¢ NAUMEHTH Ha KOMOHHIpPaHo nevenye. [lopaaH Ta3n MPUYHHA, EIHOBPEMEHHATa ynotpeba Ha
TENMHUCAPTaH U PAMHIIPHIT HE ce [IPenopbyBa NPH Ta3H MOITyNalHA.

B npoyusaHeTo “ITpodHnakTHueH PexHM 32 €PEKTHEHO MPEANa3BaHe OT MOBTOPEH MO3bYEH HHCYIT”
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu naupeHTH Ha 50
TOAMHHA WK M0-Bb3PACTHH, KOHTO HACKOPO Ca MOMYUHIH MO3BYEH HHCYAT ce 3a0eNn3Ba NnopHileHa
YECTOTA HA BL3HWKBAHE Ha CETCHUe NPH TEMHCAPTaH B cpaBietke ¢ nnanebo, 0,70% capsmo 0,49%
[RR 1,43 (95 % nosepurenex untepean 1,00 — 2,06)]; yecToTaTa Ha BB3HHKBAHE Ha CEMICHT C (pataneH
H3X0/l € IOBUILEHA MPH NAUMEHTHTE, MpHeMalH Tenmucaprad (0,33 %) cnpamo naudeHTHTe Ha
mrauebo (0,16 %) [RR 2,07 (95 % noseputeneH uutepsan 1,14 — 3,76)]. Habmoaaganara noeHiieHa
4EeCTOTAa Ha Bh3HMKBAHE HA CEMCHC, CBLP3aHa ¢ yNoTpebaTa Ha TENMHUCAPTAH MOXKE 1a € Cly4aiiHo
OTKPHMTA WK A3 € CBBP3aHA ¢ MEXaHH3bM, KOIHTO € HEMO3HAT 33 MOMEHTA.

3a cera He ca yeTaHOBeHH edhexTHTE Ha TeNIMECAPTaH BEPXY CMBPTHOCTTA M CBPAESHHO-CBA0BATA
3a0oneBaeMocT.

Jlpe roteM# paHOMHIHpaHH KoHTponupanu npoyusauus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rno6anHo u3nurBaHe 3a KpaiHH
TOYKH Ha TEMMHCAPTAH, CAMOCTONTETHO B B koMOuHauus ¢ pamunpun) 1 VA NEPHRON-D (Knunuuso
Mpoy4BaHe CBBP3aHO C PasBUTHE Ha HedponaTHa npu aHaGeT, MposeAeHO OT MHHHCTEPCTBO MO
BBIIPOCHTE Ha BETEpaHMTe) — NpoyusaT ynorpebara Ha komGuuaumara ot ACE wuxuburop u
aHruoTeHsHH Il-penentopen 6aokep.

ONTARGET e npoyusaHe, NpOBEACHC MNpH NalEHTH ¢ aHaMHe3a 3a CbpPACHHO-CBHAOBA HIH
MO3LUHOCEIO0BA HONECT, HIH 3aXapeH AuabeT THII 2, MPHAPYXEHH ¢ JaHHH 32 yBpe:KaaHe Ha eheKTOpHH
oprauu. Buxre cbiio uHGopMaUdaTa o3arinabeda “TIpoduaakTHKa Ha ChpACYHO-ChI0BH HHIHJIEHTH",

VA NEPHRON-D e npoyusane npy naguents cbe 3axapet auaber tvn 2 u auabetna Hedponatus,
Te3u MpoyUBaHHA He MOKA3BAT 3HAYHM GnmaronpuaTed ediekT BBPXy ObOpeuHMTe W/HIH ChPACYHO-
CBACBHTE MOCAEAMIM H CMBPTHOCT, Karo ChIIEBpeMEHHO ¢a HaOMoRapaHH NOBHIICH PHCK OT
XHIEPKATHEMHA, OCTPO YBpeXkaaHe Ha ObOpeLuTe H/HTH XHIIOTOHHA B CPABHEHHE C MOHOTCPANHATA.
Kato ce UMaT npeaBHA CXOAHHTE MM dapMakoHHaMHHHH CBOACTBA, TE3H PE3Y/ITATH Ca NPHIIOKHMH H
3a apyru ACE unxuGuropu u anruotensut Il-penentopuu 6nokepH.
ACE HHXxu6HTOpH M aHrHoTeH3HH [[-pelienTopHH GROKepH ce10BaTeNHO He TpaGBa Ja ce H3MOM3BAT
€/IHOBPEMEHHO NMPH NaUKeHTH ¢ AuabeTHa HedponaTHs. _

yas r\,—\\\ Aﬂ QO\

ALTITUDE (KnuHe4HO Hpoy4BaHe NIPOBEACHO ¢ ANMCKHPEH NPH NALHEHTH ChC ?'f“!?HRﬂ-l THADET THAY
2 ¢ U3NONA3BAHE HA CHPAEYHO-CHAOBH H 6BOpeyHH 3a60ABaHHA KATO KPaHHH TOUKY @nﬁoytnsane, ;\
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NpeHAZHAYEHO Ja M3CIEABA NTON3ATA OT 105aBAHETO HA ANKCKHPEH KbM cTangapTHa Tepamus ¢ ACE
MHXMOUTOP unw anruoTersuk Il-petienTopen Grokep NPy NALWEHTH CLC 3aXapen anabeT THil 2 1
XpoHH4HO ORGpeuHo 3a6onasane, cepaeuHo-cha0B0 3abongsane WK i apete. IIpoyusaHeTo ¢
NPEKPATEHO NPEAEBPEMEHHO TIOPAJiM MOBKLIEH PHCK OT HeOMaronpuaATHH nocneauuy. Kakro
CHPACUYHO-CBAOBATA CMBPT, TAKa H HHCY/ITHT C2 MO-YeCTH B rpyMaTa Ha alliCKHPEH, OTKOJKOTO B
rpynara Ha nnaueGo, a MpeacTaBNIBAIMTE HHTEPEC HEXKENAHH ChOHTHA H CEPHO3ZHH HEMKENAHH
CHOHUTHA (XUTIEPKATNEMHS, XUIMOTOHHUA H GBOpeuHa arucdyHKUMA) ce cpoOLIARAT NO-YECTO B rpynara
Ha AJTUCKMPEH, OTKOJIKOTO B rpynata Ha nuauedo.

EnnaeMHoNoruHuTe (Ipoy4eatia [OKA3BaT, 4 AbArOCPOUHOTO NeUeHMe ¢ XMAPOXAOPOTHAZUA
HAMafABa PHCKA OT ChPACYHO-ChA0BA 3a00/1€BAEMOCT H OT CMBPTHOCT B PE3yNTaT Ha CbpPACHHO-
chaosH Gonectu. Kbm MomenTa edekriTe Ha PHKCHpaHaTa 1030Ba KOMOHHALHA
TEIMUCAPTAH/XHAPOXTOPOTHATHA BHPXY CMBPTHOCTTA H ChPACHHO-ChAOBaTA 3A00NeBaSMOCT HE ca
H3BECTHH,

[lenuarpruHa nomynauus

Erponefckara areHiMa No nexapcTeata oceof0Kaasa OT 3a0b/DKEHHETO 38 MPEAOCTABIHE HA
pe3yNTATHTE OT MPOYUBAHUATA C TEAMHCAPTAH/XHAPOXAOPOTHASH] BBB BCHYKH TIONTPYIH HA
NeAHATPHYHATA MONY/IALMS NIPH XHIIepTOHUA (BXK. Touka 4.2 3a wHGopMallig OTHOCHO yNnoTpeba B
NeHaTpPHATA).

Hemenanomen pak Ha Koxata: Bra ocHORa Ha HANMYHHTE AAHHH OT MUAEMHONIOTHYHH NPOYUBAHNA
¢ HaGNIoAaBaHA 3aBHCHMA OT KyMYJlaTHBHaTa f103a Bpbika mekay XXT3 u HMPK. Enxo mpoyusane
BKJTIOHBA NIOMMyNTalus, ¢heTogia ce oT 71 533 cnyuau va BKK 1 8 629 cyvan na CKK, u nonynaums
or cwotBetHo 1 430 833 u 172462 noaxomaum koHTpond. Bucoxara ynorpeba wva XXT3
(kymynarusno >50 000 mg) e cewpsana ¢ kopurupan OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98
(95% JH. 3,68-4,31) 3a CKK. HabniogasaHa e sicHa Bpb3Ka KyMy.laTHEHA J103a-0TrOBOP KaKTO 34 BKK,
taka i 3a CKK. JIpyro mpoy4sane nokassa BE3MOMKHa Bpe3ka Mexny paka Ha ycrHute (CKK) n
ekcrosuumsata Ha XXT3: 3a 633 cnyyad Ha pak Ha ycTHuTe ¢ noadpaHa monynauma ot 63 067
MOAXOMMIH KOHTPOMM, KATO C€ M3IIOI3BA CTPATErHA 34 BieMaHe Ha MpoOH, ONpede/ieHa OT pHCKa.
JleMOHCTpHpasa € BpBIKA KyMYJNaTHBHA N033-0Trosop ¢ kopurwpad OR 2,1 (95% JIH: 1,7-2,6),
napacteaw o OR 3,9 (3,0-4,9) 3a Bucoka ynotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BUCOKaTa
KyMynaTusHa fo3a (~ 100 000 mg) {Bx. cbluo Touka 4.4).

5.2 dapMakoKHHETHYHH CBOHCTBA
EAHOBPEMEHHOTO IPUIIOKEHHE HA XHRPOXITOPOTHA3HE K TEIMUCAPTAH NPH 3/paBH CYOEKTH He
MpoMeHA (papMaKOKMHETHKATa Ha KOATO H Ja € OT ChCTABKUTE,

Abcopluns

Tenmucapran: [THKOBHTE KOHLIEHTPALMH Ha Te/IMMCAPTAH Ce MocTHraT B pamMkuTe Ha 0,5 — 1,5 vaca
cles nepopaleH npreM. AGcomoTHaTa GHOHAMTHYHOCT HA TeJIMKCapTaH B Jo3H 40 mg i 160 mg ¢
cboTBeTHO 42% 1 58%. XpaHarta nexo cHWxkaBa OHOHANHYHOCTTA HA TeJIMHCAPTaH KaTo peayKLKATA
Ha 06:1aCTTa N0/, KPHRATA TNa3MeHa koHUeHTpauMa-speMe (AUC) Ha TenMHcapTaH e oT okono 6%
npu 40 mg no3a 1 oxono 19% npu 160 mg go3a. Tpu 4aca cliel NPHIOKEHHE MIA3MEHHTE
KOHLIEHTPALIMM ca MOR0BHM, HE3ABUCHMO AA/TH TEIMUCAPTAH € MPHIIOKEH Ha TaHo HiH ¢ Xpauna. He
ce ouaksa cnabara peaykuus B AUC [a npendsBuKa peAyKuns B TEPaneRTHUHATA eduKacHOCT.
TenmucapTa He KyMyJIMpa 3HaUHTEIHO B [L1a3MaTa NPH NOBTOPHO NPUIONKEHHE.

Xuppoxnopotuasua: [[MkoBuTe KOHIEHTPALME Ha XHAPOXIOPOTHA3K C& NOCTHTAT B PAMKHTE HA
npubmautento 1,0 — 3,0 vaca ciien nepopanen npuem Ha Tenmucapran / Xnnpoxnopm_gﬁjm]‘_ >
AGcomoTHATa  OMOHANMYHOCT, 0asMpaHa Ha  KyMY/JATHBHATA  peHalHa f&g&@éﬂ;{ﬂ*»}ﬁ%_
XHAPOXJIOPOTHAZH], € okono 60%. dss T
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Paznpenenenue
TenMucapTaH ce CBBp3Ba B ro/iAMa CTeNeH ¢ ruiasMeHKHTe NpoTeHH: (>99,5 %), rnasHo ¢ anbyMHH K
angal kucen rmokonporenH. CpeauudAT npusraeH obeM Ha pasnpenencHue e okomo 500 1.

XuIpoXNopoTHAIH] Ce CEBP3Ra B 68% C NNa3MeHHTe NMPOTEHHH H OPHBHIHHAT My ofeM Ha
pasnpeaenenue ¢ 0,83 — 1,14 kg,

Buorpanchopmanns

TenmucapraH ce MeTabomH3Upa Ypes KOHIOrarHua kato o0pa3sysa GapMakomOrH4HO HEAKTHBEH
AUUICIICKOPYHEA, [NIOKOPYHHABT HA OCHOBHOTO BEECTRO € CAUHCTBEHUAT METAlONKT,
MIeHTH(HIKpaH NpH HoBeka. Cren eqHOKpaTHa f03a Oendzal ¢ pajlMOAKTHBEH BBIIISPOA

“C TenMucapTaH rOKOPYHHABT NpeacTapiaea npubnusutento 11% ot u3MepeHaTa pATMOaKTHBHOCT
B

nnasMata, H30eH3uMuTe Ha LuToxpom P450 HaAMar yuacTHe B MeTabon13Ma Ha TEIMECAPTaH.
Xuapox:topotHazua He ce Metabonusupa npu xopa.

Emumuanpane

Tenmucapran: KakTo cnes iHTpaReHO3HO, TAKA M cIe] NEpopanHo MPHIIOKEHHE Ha

" C OGenszad TenMHcapTa, NO-rojiiMaTa 4YacT OT mpuerata fAo3a (>97%) ce enuMHHHpa ¢
u3npakHeHUsTa upes OWinapya ekckpelus. B ypHHaTa ce OTKPHBAT CaMO HE3HAYHTEIHH KONUIECTRA.
ToranHus nnasmeH

KJIMpPBHC Ha TEMMCAPTAH Cliel MepopasiHo nprnoxenue € >1 500 ml/min. TepMHHATHHAT NOMYHKHUBOT
Ha eJIMMHHHpaHe ¢ moseve oT 20 vaca.

XuapoxnopoTHasHl ¢e EKCKPeTHpa M3LIAI0 HempoMeHeH ¢ ypuHata. Okono 60% oT nepopanHara aosa
ce eJHMHHHpa HenpoMeHeHa f0 48 vaca. BufpeunusT kinpwHe € okono 250 — 300 mi/min.
TepMHHATHHAT ETUMUHALMOHEH MOMYKUBOT € 10 ~ 15 uaca.

JInueiinocT/neTnneitfocT

TenamucapTan: GapMakOKMHETHKATA Ha NEPOPATHO TIPIIOKEHHS TeAMHCApTaH ¢ Ao3K ot 20 — 160 mg
¢ HenMHe#iHa, KaTO ce HadMoAaBa HEMPOMOPLMOHANHO NOBHIUCHHE HA MIA3MEHHTE KOHLEHTPAUHH
(Cmax 1 AUC) ¢ nopuInaBate Ha /103aTa.

XunpoxaopoTHasHi nokassa AuHeitHa hapMakOKMHETHKA.

CHenHanHH NONYJATHH

Crapuecka pp3pacT

dapMaKOKMHeTHKATa Ha TEIMHCAPTAH HE CE pa3NyaBa MeXy MO-MJIa/M M NalUeHTH Ha Bb3PacT Haj
65 roguHe,

IMoa

IIpH skEHH MIA3MEHMTE KOHLCHTPALHK Ha TenMHcapTas o0u4aiiio ca 2 3 NbTH NO-BHCOKH,
OTKOJIKOTO TIpH MbXke, B KIHHHYHHMTE Mpoy4BaHHA, 00aue, NPy XKEHHU HE Ce Ha0MoAaBaT 3HAUMMO
YBeJIHHEH OTTOBOP Ha KPBBHOTO HAAraHe WM HYeCTOTaTa Ha OpPTOCTaTHYHa XHitoTonHs. He ce Hanara
npeuM3HpaHe Ha Jo3ara. [IpH eHH nMa TeHACHINA KbM N0-BUCOKH IA3MEHH HHBA Ha
XUAPOXAOPOTHA3H/L, OTKONAKOTO NpH MbKe. Tosa obaue HAMA KIHHHYHA 3HAUUMOCT.

brOpeano yepeagane

BLOpeyHaTa eKCKpEIUsA He JOMPHHACS 32 KIMPbHCA Ha TenMucapTad. Cropea orpaHHYeHHs ONHT NpH
MALHEHTH C JIeKO 0 CPEHO H Texko 6b6peuto yBpexkaane (kpeaTHHHHOB KnupbHe 30 — 60 ml/min,
cpenso okono 50 mi/min), He ce HANara KOpUrMpaHe Ha SO3ATA PY MAMEHTY ¢ HamaneHa Gu0peuna
dynxuma. TenMucapTaH He Moke fa 6b1e OTAeNeH NpH Xemoadamisa. [Ipn nauHeHTH ¢ Hapy)
GB6peHH (YHKLHHM CTENEHTA HA e/THMHHKpPaHe Ha XHIPOXTOPOTHA3HA € peaylHpaHa. B eﬁm\
THITAYHO MPOYy4BaNe, BKAIOYBALLQC NALUMEHTH ChC CPEIEH KPEATHHWHOB KNupbHC 90 mlf oy,
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NONYXKMBOTA HA SAUMUHUpANE Ha XUAPOXIOPOTHasKT ce yeenusasa. [1py dynkumonanso aHehputitmu
NalMeHTH eNTHMUHAUMOHHIA [OMYKHBOT € okomo 34 Haca.

Yeproapodno yspexknane

dapMaKOKHHETHYHHTE NPOYYBAHHA NPH NALMEHTH ¢ YepHoApoBHO yBpeXkaaHe MOKA3BaT NOBUILIABAHE
Ha abcomoTraTa GHOHATHYHOCT 110 0k01o 100%. INpH nauueHTH ¢ 4epHOAPOOHO YBpekaaHe
EeNHMHHALHOHHHAT NONYKHBOT HE € NpOMEeHeH.

5.3 Ilpeak/MHHYHY A2HHH 33 GezonacHOCT

Tenmucaprap/Xuapoxmoporuazug CTAA 40 mg/12.5 mg

[Tpy NpeaKMMHUTHA NPOYYBaHHA 3a O€30MacHOCT ¢ eAHOBPEMEHHO NPHIIOKEHUE HA TEIMHCApTaH H
XHAPOXIOPOTHAZH TPH HOPMOTCH3HBHH NUTBXOBE H KYY€Ta, 103H, CPaBHHMH C Te3U B KTHHHYHHA
TepaneBTHUEH AHANA30H He NPEIH3BHKBAT edeKTH, pasNUyHu OT HalnioAaBaHUTE NPH
CaMOCTOATENTHOTO MPHIOKEHHE Ha ABeTe BewtecTsa. HabmonasaHuTe TOKCHKOMOHYHE TPOMEHH
HAMAT OTHOIUEHHE KM H3NON3BAHETO 32 TepareBTHYHH UEAH PH YOBEKA.

Tenmucapran/Xunpoxnoporuaszug CT. 80 mg/12.5m

[Tpu NpeAKNMHUYHH MPOYYBAHHS 3a $E30MaCHOCT ¢ eAHOBPEMEHHO NIPH/IOXKEHHE HA TENIMHCapTad 1
XHAPOXITOPOTHAZHA NPH HOPMOTEH3WEHH ITBXOBE H Ky4€Ta, 034, CPAaBHUMH ¢ TE3H B KIHHUYHA
€paneBTHYEH JHAA30H He NPEAU3IBUKRAT eeKTH, Pa3TH4HK OT HabMoAaBaHHTE NPH
CAMOCTOATETHOTO TIPWIOKEHHE Ha JiBeTe BewecTsa. Habmonasanure TOKCHKOMOTHYHE IPOMEHH
HAMAT OTHOLIEHHE KBbM H3NOI3BAHETO 33 TEPANeBTHYHH LIETH NPH YOBEKa.

Tenmucapran/Xuapoxnoporuazna CTAJIA 80 mg/25 mg

He ca npoeewiaHM MpelKNIHHHYHA TIpOy4YBaHWs ¢ (HKCMpaHaTa [030Ba KOMOMHALHSA
Tenmucapranw/Xuapoxinoporuasng CTAJIA 80 mg/12,5 mg. [TpeaviuEd NPEeKTHHAYHH NPOYHBaHHA 32
6e30M1aCHOCT, MPOBEXIAHH ¢ EHOBPEMEHHOTO TMPHUNOMEHHE HA TENMUCAPTAH M XUAPOXNOPOTHAZUA
TIPH HOPMOTEH3UBHH TUTBXOBE U KYHETa, [IPH A03H 1PeIU3BHKBALIH €KCMO3HUHS CPABHHMA ¢ Ta3H NpH
KTMHUUHHA TEPaneRTAYEH 05XBAT, HE MPEAOCTABST [0-PA3IHYHA JOMBIHATENHH JaHHH, Ha0MONaBaHK
MPH MPOYYBAHUA ¢ ABETE CHCTABKH NMOOTASAHO.

TOKCHKONOTHYHHTE HAXOIKH, A06pe MO2HATH OT NpeKIHHHYHHTE NPoyYBaHHs Ha HHXHOWTOpH Ha
AHTHOTEH3HH KOHBEPTHPALIHA SHIUM W AHTACOHKCTY Ha aurHoTeHsuH [ peuenTopuTe ca: Hamanssade
Ha MapaMeTPHTE HA YEPBEHHTE KPBBHH KAETKH (€PHTPOLMTH, XeMOTJIOOMH, XeMaTOKPHT), IPOMEHH B
fbGpeuHaTa XeMOAHHAMHKA (IOBHLICHO HHBO HA a30T B KPBHBTA H KPEaTHHHWH ), NOBHIIEHA AKTHBHOCT
H2 TUIA3MEHHSA PeHKH, XHNePTPOPHA/XMITePTIAAsH Ha IOKCTATIOMEPYNAPHHTE KNETKH U YBPEKIAHE Ha
cTOMAIIHATA AHragHua. CTOMAUIHHTE IE3HH Morat Aa 6baT NpeAoTBpaTeHH/orpaHHYEHH upes
nepopando nobasaHe Ha (PUIHOMOTHUEH PA3TBOD H IPYIOBH KUIHINA 3a xHBOTHHTE. [Tpy KyueTa ca
nabmoaasany Gu0peuna TyGynapHa nunatauna v arpoua, CynTa ce, ue Te3M HAXOAKH CE IbJUKAT Ha
thapMaKkoAOrHUHATa AKTHBHOCT Ha TeNMHCApTaH.

Hama 2cHn AauHM 3a TepaToreHeH ediekT, BHIPEKH TOBA IPH TOKCHYHH 1030BH HHBA HA TEJIMHCAPTaH
¢ HabmomaBaH e)eKT BEPXY NOCTHATAJIHOTO Pa3BHTHE HA MOTOMCTBOTO, KATO NO-HHCKO TENECHO TS0
1 3a0aBEHO OTBAPAHE HA OYMTE.

Hama fokazarescTea 3a MyTareHHOCT H ¢CBOTBETHA KNACTOreHHa aKTHBHOCT Ha TE/IMHCApTaH MpH
HRMHTRAHMA in Vitro W KAPUMHOTEHHOCT TIPH IUTEX0BEe W MHLKK. [IpoyuBaHusTa ¢ XHAPOXIOPOTHAIHA
7IaBaT HECHTYPHH JaHHH 32 FeHOTOKCHMHOCT HIIH KAPLIHHOrEHHH €PEKTH MPH HAKOH
eKCNEPUMEHTANTHH MoenH. Brrpeky T0Ba, HATPYIAHUA OMHT OT H3MOJI3BAHETO Ha
XHAPOXJIOPOTHA3HT MPH HOBEKA HE J4Ba JOKA3ATENCTBA 33 BPB3ka MexIy yrnotpebaTa My M NORUILEHA
YECTOTA HA HEOIIA3MHTE,

3a GCTOTOKCHYHHA MOTEHUHAN Ha KOMOHHANMATA TEIMHCAPTAaH/XHAPOXIOPOTHASH B, TouKa-4.0.
Z i fig -

-
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6. DPAPMALIEBTHUHH JAHHU

6.1 CnucbK Ha NOMOWHHTE BeMECTBA
Marnezuee creapar (E470b)

Kanunes xuapoxcun

MermymuH

[Toeuzon

HaTpHer HUIIECTEH rMUKOAT (Tan A)
MuxkpokpHcTanta uenyosa

Manurton (E 421)

6.2 HechbBMEeCTHMOCTH
He € npunoxumo.
6.3 Cpok Ha rognoct

Anymunni/anymunnii 6nuctepn v HDPE 6ymunxm:
2 roguHH

Anymunnii /TIBJIX Tristar 6aucrepu:
1 roguua

6.4 Cnenuainu yc10BHS HA chXpancHUe
Anymundit/anymunuii Snucrepu 1 HDPE Oyminkn
To3u neKapcTBEH MPOAYKT HE H3HCKBA CIICHUANHH YCMOBHA 32 ChXpaHeHHe.

Anymuunit TIBAX Tristar 6nucrepu:
Ja ce cuxpausea moa 30 ° C,

6.5 EaHHH 32 ONAKOBKATA

Anymunnitanymunuit 6nucrepy 1 HDPE OyTunkm ¢ Kanauka OT MOMMETH/IEH C HHUCKA TITBTHOCT
(LDPE) # cylmTesn ¢ MbIHEK OT cHinLues uokcuz 3a HDPE G6ytuakute n anymunui /TIBJIX Tristar
SaucTepH.

Byrunku ot 7, 10, 14, 28, 30,50, 56, 84, 90, 98, 100, 112, 126, 140, 154, 168, 182 1 196 TaGnetkH.
Baucrepu ot 7, 10, 14, 28, 30,50, 56,84, 90,98, 100, 112, 126, 140, 154, 168, 182 n 196 Tabnetky.

He BcHYKH BHAOBE ONAKOBKH MOTaT J1a 6bAAT MycHATH B npoaaxba.

6.6 CnenUaNny npeANasHH MepKH MPH H3XBLPJAHE B paboTa
HsaAma

7. MIPUTEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA
Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

[epmanua

8. HOMEP(A) HA PASPEINIEHWETO 3A YIIOTPEBA
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PeructpausioneH Homep:
40 mg/12,5 mg: 20140083
80 mg/12,5 mg: 20140082

9. IATA HA TBPBO PASPEIIABAHE/MTOAHOBSBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpeo paspemarane: 27.03.2014
Jara ua nocnendo noanosasade: 01.10.2018

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA
05/2020
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