KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA
1. HME HA JIEKAPCTBEHHUA ITPOAYKT
Teamumen Imroc 80 mg/25 mg tabnerku
Telmimed Plus 80 mg/25 mg tablets
y KAYECTBEH U KOJIMYECTBEH CHCTAB

Bcsika Tabnetka chanpika 80 mg tenmucaptaH (telmisartan) u 25 mg XMaAPOXIOPOTHA3H],
(hydrochlorothiazide).

TToMOIIIHO BELIECTBO C M3BECTHO ACHCTBUE:

AMLAHUTENHA ATEHLUASA N0 NEKAPCTRATA
Beska tabnetka cpappia 99,67 mg nakro3a MOHOXMIpAT. W3 ‘!"1’__ q ablaiiin 4 - e
Kpamka Xxapaxkmepucmuxa Ha npogykma - [ lpuioxesue | {
3a MbIHKUA CTIMCHK Ha MOMOILHKTE BELECTBA, BHXKTE TOUKa 6,1, | /787 Xaparmepueimuna ia noegysm= -1 = ' j
Kem Pez. Ne ........... 010(\39‘2%% ‘‘‘‘‘‘‘ cosenrerns “
3.  JIEKAPCTBEHA ®OPMA Paspewstue Ne s 20 -03- 105!
BG/MA/MP - :g ........................ fovrerrearasrrneensnens
Tabnerxa ¢ nuameTsp npuGusurento 12 mm. OGOBPEHUE Ne ..o . —

Kpwriu nsycrnoiinu Tabnetku ¢ 6571 1 3KbIT LBST.

4. KJIAHUYHHA JAHHH
4.1 TepaneBTHYHHM HOKA3AHHN
JleueHHe Ha eceHLMAIHA XHITEPTOHHS.

KomOuHupanust nekapcteeH npoaykt Tenmumen ITmoc e ¢ dhukcupanu 1o3u (80 mg Tenmucapran/25 mg
xuapoxaoporuazua (XXT3)) u e nokasax 3a JieueHre Ha BL3PACTHH, YHETO KPHBHO HAJISATAHE He €
KOHTpO/IMpaHo aneksatHo ¢ Teamumen [lmoc 80 mg/12,5 mg (80 mg Tenmucapran/12,5 mg XXT3) unu
TPH MALMEHTH, YHETO CHCTOAHKE € Ouo cTabHIn3upaHo ¢ npUeMaHeTo Ha Tenmucapran U X XT3
MOOT/EIHO.

4.2 Jlo3MpoBKa H HAYHH HA NPHJICKEHHE

HOBHQOBK&

dukcHpaHaTa 1030Ba KOMOMHALWA TpAOBA [1a ce IpHeEMa OT MALMEHTH, YHETO KPbBHO HANIAraHE He &
a/IEKBaTHO KOHTPOIMPAHO MPH MPHEM caMo Ha TeamucapTtaH. [Ipeau a1a ce npeMuHe KbM TO3M
KOMOMHHMPaH JIEKapCTBEH MPOAYKT ¢ GUKCHPaHH 103H, € HEOOXOIMMO MOOTIE/HO 1a C& TUTPUPAT JO3UTE
Ha BCEKHM OT /IBaTa KOMIMoHeHTa. [Ipu noaxoasuy KIHHHYHY IOKAa3aHHA MOYKE JMPEKTHO 14 Ce IPEMHHE OT
MOHOTEpanM1ATa KbM NPUEM HA KOMOHHMpPAHHUS JIEKAPCTBEH TPOIYKT.

Tenmumen ITmoc 80 mg/25 mg Moxe a ce Npuiara ef1H IbT JHERHO MPH MAILIHEHTH, YHETO KPBBHO
HaJIiraHe HE € a/IEKBaTHO KOHTPOJIMpaHo npu npunarade Ha Tenmumen [Liroc 80 mg/12,5 mg ( 80 mg
tenmucapTan/ 12,5 mg XXT3) Wik npu naumeHTH, 44€To ChCTOAHKUE € OHI0 CTAOMIM3MPAHO ¢ NPHEMAHETO
Ha Tenmucaprad U XXT3 nootaenHo.

Crapuecka Bu3pact
He e Heobxomumo kopurupaHe Ha 103aTa NPH [aLMEeHTH B CTAPYECKa Bb3PacT.




buOpeuno yepenane

OnHTHT NMpH IATHEHTH C JIEKO 0 YMepeHo OB0pEUHO YBpEkIaHe € OrPaHHYEH, HO HE TIpeaNnoara
HebnaronpuaTHH O1LOpeYHN eheKTH 1 KOPUTHPAHETO HA 03aTa He ce CHHTa 32 HeoOX0AHMO.
[TpenopbuBa ce nepHoAMYHO NpocicasBaHe Ha 6uOpeuniTe dyHkumn (Bx. Touka 4.4). [lopanu
ChIBPKAHUETO Ha XHIPOXJIOPOTHA3MA, (PHKCHPAHATA 103082 KOMOHMHALINA € MPOTHBOIOKA3AHA NPH
NAIKMEHTH ¢ TEXKO GBOpevHO yBpexaaHe (KpeaTHHHHOB KnupbHe < 30 ml/min) (Bxk. Touka 4.3).
TenmucapTan He C€ OTCTPaHARA OT KPbBTA Upe3 XeMODHNTPALIHA H HE CE AHATH3HpA.

YepHoapobHo yBpe#aaHe

ITpu nauMeHTH ¢ neko Ao cpeaHo vepHoapobuo yepexaane Tenmumen Ilnoc tpatea na ce npunara ¢
BHHMAaHHE. 3a TeNMHCApTaH A03MpOBKaTa He TpAOBa na Hageumasa 40 mg BeaHbk AHeBHO. DUKCHpaHaTa
J1030Ba KOMOHHAIIHS € IPOTHBOMOKA3aHa NPH MALHEHTH ¢ TEKKO YePHOAPOOHO YBpeXaaHe (BX. TOUKa
4.3). TuasuanTe TpaOBa Ja ce HAMON3BAT TIPEANA3IUBO MPH MAIHCHTH ¢ HAPYIUIEHH YepHOAPOOHH (YHKLMK
(Bx. TOuKa 4.4).

Heouampuuna nonyrayun

He e ycranoeena Ge3onacHocTTa M ePUKACHOCTTA HA (PUKCHPAHATA J030Ba KOMOMHALMA [P (TaLIHEHTH Ha
BB3pacT nog 18 roguHu.

Ynotpebara Ha Tenmumen Ilnioc He ce npenopLYBa NPH AELA H KOHOLIM.

Hauux Ha npunoxenue
Tabnetkure Teamumen [nioc ca npeaHa3HA4YeHH 32 EPOPATHO NPHIOKEHHE BEAHBLK AHEBHO H Tpa®ea na
ce mpueMat UenH ¢ TeuHocT. Tenmumen [Lmroc Moxe fna ce npHema b win Oe3 xpaua.

Ipeonasnu mepxu, koumo mpabea oa 6voam g3emu npedu b6opaseHe Ul NPWIONCEHUE HA TEKAPCMBEHUR
RPAOVKM,

Teamumen Tlmoc TpadBa qa ce chXpaHsBa B 3aneqataHis GIMcTep nopagd XMrpoOCKONIMYHHTE CBOCTBA HA
tabnerkure. TaGnerkure TpAGBA 1a ce M3BAXKAT OT OIKCTEpa HEMOCPEACTBEHO Npeay ynotpeba (Bik.
TOuKa 6.6).

4.3 IIpoTHBONOKA3AHHSA

. CBpPbXUYYBCTBUTETHOCT KbM HAKOE OT JICKAPCTBEHUTE BEIICCTBA H/IH KbM [IOMOLIHHTE BELIECTBA,
u3bpoeHH B Touxa 6.1

. CBpBXYYBCTBHTENHOCT KbM APYTH CYOCTaHIMM, MPOH3BOAHH Ha CyAdoHAMHAM (Thil KaTO
NEKAPCTBEHUAT IPOAYKT XHIPOXIOPOTHA3H] € CYI(POHaMHAHO IPOH3BOIHO).

. Bropo u Tpeto TpuMecedue Ha GpeMeHHOCTTa (BK. TOUKK 4.4 1 4.6).

. Xonectaza ¥ 0OCTPYKTHBHH HapyLIE€HHs HA XUTHYHHUTE ITHTHLUA.

. Texko yepuoapobuo yppexaHe.

. Tesxxo GuOpeuHo yBpexaane (kpeaTMHHHOB KIHpBHC < 30 ml/min).

. PedpaxTepHa XHNOKATHEMHA, XUIIEPKAILHEMAA.

EnHoBpemerHaTa ynoTpeba Ha Tenmucaptan/XXT3 ¢ anuckHpeH-ChAbPKAILH NPOAYKTH €
MPOTHBOMNOKA3aHA NMPH NALKEHTH ChC 3axapeu guaber win 6vopedto yspexnare (GFR < 60 ml/min/1,73
m?) (k. Touku 4.5 n 5.1).

4.4 CnenEanHu npeaynpexacHAA H Npelna3HH MepKH fIpH ynoTpeda

Bpemennoct

[MauuenTkure, KOUTO NJIAHKEPAT OPEMEHHOCT, TPAOBA 12 MPEMHHAT KbM &1TEPHATHBHO
AHTHXUNEPTEHIMBHO JIEHEHHE C yCTaHOBeH podun Ha Ge3onacHOCT npH ynotpeda
GPBMGHHOCT, OCBEH aKO €€ CUHTa, Y€ € OT ocobeHa BAXKHOCT da ¢ MpOJB/IKH NCUYSCH
peuenTophy Onokepu. [Ipu AuarHocTHIMpaHa 6peMEHHOCT NIEYEHHETO ¢ aHMHOTeH3



Onokepu Tpabea HezabaBHO Ja Obje NPEYCTAHOBEHO M, aKO € DOAXOAAID, 4a 6b/ie 3aN0YHATO
ITePHAaTHBHO NeueHHe (B, ToukH 4.3 1 4.6).

YepHoapobHO yBpekaaHe

Tenmucapran/XXT3 ne TpaGea fa ce npunara OpH MAUMEHTH © XONECTA3a, € ¥ITBYHH OOCTPYKTHBHH
HADYUWIEHHA HIH TEXKA YepHOoApoOHa HHCyDuunenms (Bx. Touka 4.3), Thil KaTO MO-roNAMAaTa HacT OT
TENMHCapTaH Ce €JIMMHHHPA 4Ype3 sUTbukaTa. [Ipn Te3n naumeHTH MOXKe 1a C¢ OUaKBa HaMallcH
YepHOIPODEH KIMPHHE 32 TENMHCAPTAH.

Ocaen ToBa Tenmucapran/XXT3 tpabea na ce npunara BHHMATEHO MPH [IALUMEHTH C HAPYIIEHHS B
uepHoApoDHaTa QYHKUMA WIH NPOTPECHPALLIO YepHOAPOGHO 3aboisiBaHe, Thil KATO B TE3H CIYYaH MAIKH
NPOMEHH BLB BOJHO-CIEKTPOIMTHUA OalaHe Morar Ja AOBeAat A0 YepHoapobHa koma. HaMa KIHHHYCH
onuT ¢ TenmucapTa/ XX T3 npH malHeHTH ¢ 4epHOAPOOHH HAPYLIEHHS.,

Penopackynapna xunepronns: Korato naiHeHTH ¢be CTEHO3a Ha JBeTe GLOpetH apTepHu ik CTEHO3a Ha
apTepUATa KbM eIMHMYeH BOYHKUHOHUpALL OBOpEeK ca TPETHPAHH C IeKapCTEE, MOBIHABALLH CHCTEMATA
PeHMH-AHTHOTEH3HH-AN0CTEPOH, CHUIECTRYBA TIOBHILEH PHCK OT TEXKd XHIIOTOHHMA U ObOpeuHa
HEAOCTATRUHOCT.

Bubpeuno yepexxaane v 6nOpeuna TpaHCIIAHTALMA

Tenmucapran/XXT3 ue Tpabea aa ce npunara NpH NMaUMEHTH ¢ Texko OuOpeuno yepexaade
(kpeaTunuroB KIRpBHC <30 ml/min) (8. Touka 4.3). HaMa onut no oTHOWIEHHE Ha NPITAraHETO HA
Tenmucapran/X XT3 npu nauueHTH, npeThpIeny Hackopo Ouipedna TpaHcianTauus. Hanuue ¢
OTPaHHYEH OMHUT OT ynoTpedaTa Ha TenMHucapTal/XX T3 npu naumeHTH ¢ reky J0 CPeAHO TeKKH GBOpeuHn
HaPYUIEHHS, IOpaK KOETO ¢€ TIPETIOPBYBA MEPHOAHYHO NPOCIeAsBAHE Ha HUBATA HA KAJTHI, KpEaTUHHH U
MIMKOYHA KHCENMHHA B cepyMa. [1px nauueHTH ¢ HapylueHa 6b6peuna ¢yHkuus MoxKe 1a ce MosABH
a30TEMHA, CBbP3aHa C THA3H/AHNTE AUYPETHLIK.

TenMucapTaH HE € OTCTPaHABA OT KPLBTA Hpe3 XeMO(HWITPalHs H He Ce THANH3Mpa.

IManneHTH ¢ HamaneH ofeM Ha KPBbBTA M/HIIK ¢ HHCKH CTOHHOCTH Ha HATPHA

CHMIITOMATHYHA XHIIOTORHA, 0co0eHO Ciie/l IIbpBATa 1034, MOXE J1a ¢ Hai0AaBa NPH NAIMEHTH ¢ TEXBK
HaTpHeB NePHUMT HIH HaMalleH 00eM Ha UMPKyJIHpALaTa KPbB OPH MOLIHA JUYPETHYHA TEPATTHs, AHETA C
OIPaHM4EHO MPUEMAHE HA COJI, IMAPHS WIA NoBphaHe. TakuBa chCTOSHUA 0cO0EHO NPH_HaManeH obem
Ha KPBbBTAa W/WNIH ¢ HHCKH CTOHHOCTH Ha HAaTpHA, TpAORa 1a ObAAT KOPHUIUPAHH [IPEeIH NPHWIOKEHHE HA
tenmucaptar/ XXT13.

IIpu ynorpeda na XXT3 ca HabnionasaH# eMHHMYHN Cy4aH HA XMNIOHATPUEMHA, TIPUAIPYIKEHA OT
HEBPOJIOTHYHH CUMITOMH (rajieHe, NpOrpecHBHA AE30PHEHTALMA, aNaTHs,

JeoiiHo bnokupaHe Ha CHCTEMaTa PeHHH-aHTHOTEH3HH-aNgocTepoH (PAAC)
Hma naunu, e eqnospeMeHHara ynotpedba Ha ACE-unxuburopw, anrnotessut Il peuentophu 61okepu
WM aJTHCKUPEH NOBHIIABA PHCKA OT XHIIOTOHHS, XHNEPKATHEMHA H HAMaapaHe Ha 6u0peunara PyHkums
(rxnroumnTenHo octpa 6rOpeyuHa HeaocTaTRUHOCT). [lopamy TOBa He ce NpenopbYBa AROHHO 6II0KMpaHe Ha
PAAC upez xombunupanara ynotpeba Ha ACE-unxubnropu, anruotensuH I peuentopuu Sitokepu win
ANMCKHPEH (Bk. TOUKH 4.5 1 5.1).

AKO ce NMpeLeHH, Ye TEpaluATa ¢ ABOHHO OI0KHpaHe e abconmoTHO HeobXouMa, ToRa TpAORA 12 cTaBa
camo Mo HabMIOAEHHETO Ha CTIELHATIHCT | [IPH YeCTO BHHMATETHO MOHUTOpHpaHe Ha GrOpeuHara
(YHKLMA, ENEKTPONHTHTE H KPEBHOTO HaJATaHeE.

ACE-uuxuburopu u anruotensun Il peuentophu Grokepu He TpaOBa Aa ce M3MOMIBAT €AHOBPEMEHHO TIPH
narueHT# ¢ quabeTHa HedponatHs. :

Jpyr1 ChCTOAHKA CBC CTHMYNAIMA HA CHCTEMATA PEHHH-AHTMOTEH3HH-aTI0CTEPOH
Ilpy natmenTH, MHATO BACKYTapeH TOHyC H Ou6peuna yHKLNA 3aBUCAT OCHOBHO OT
CHCTEMATa PEHHH-AHTHOTEH3MH-AIIOCTEPOH (HanpyMep MaLMEeHTH ¢ TEXKA 3acToiHA
HEAOCTATEYHOCT WIIH Nojnexalo 6s6pevHo 2aboABaHe, BKIIOYHTENHO CTEHO3A HA




NIEYEHHETO C JISKAPCTBEHH MPOYKTH, KOHTO NOB/IMARAT Ta3H CHCTEMA, IPE/IU3BMKRA OCTPA XHMIIOTOHHH,
XUNEPA3OTEMHS, OIHTYPHA KIH PAAKO ocTpa OBOpeyHa HEA0CTATBUHOCT (BXK. TouKa 4.8).

[bpBHYEH A110CTEPOHHIBM
[TaunenTu ¢ MpRUYCH ANIOCTEPOHMIBM 110 IPHHIIMN HAMA /1A PEATHPAT HA AHTHXHIIEPTEH3HBHH

MeKAPCTBEHA NPOAYKTH, AeHCTBAILM Ype3 HHXHOHLMS HA CHCTeMaTa peHun-anruoTersun. [lopand Tosa
ynotpebata Ha Tenmucapran/X XT3 He ce npenopnuga.

CreHO3a Ha A0PTHATA ¥ MMTPAITHA KJ1aMNa, OBCTPYKTHBHA XHIIEPTPODHYHA KAPTHOMHONATHS
Kakro npu npyrute BasofMAaTaTOPH, CICLMAIHO BHUMAHHE € HEOOXOAMMO IIPH IALMEHTH, CTPAJAILH OT
40pTHA WM MHUTPATHA CTEHO3a KM OOCTPYKTHBHA XUNIEPTPOPUUHA KAPIHOMHONATHA

MeTaboAHTHHE ¥ EHAOKPHHHH edeKTH

JleueHHeTO ¢ THA3HAH MO3ME /la HAPYUIH TUTIOKO3HHA TOJIEPAHC, KATO MPH NALMEHTH ¢ AMabeT, NeKyBaHu ¢
HHCYIIMH WITH aHTH/IMAa0ETHH JIeKapeTBEHM NPOLYKTH W TEPATIHS ¢ TEIMHCAPTAH, MOXKE 14 HACTRITH
XMIOTTTAKEMMA. 3aTOBR IIPH TE3H MAUMEeHTH TPAGRA Ja ce NPE/IBMAH MPOC/eAiBaHe Ha KPbBHATA 3aXap;
MOXE /12 CE HaJIOKH KOPHTHPAHE Ha 103aTa HA MHCY/IMHA KM HA aHTUIHAOETHHTE JIeKapCTBa, KOTaTo €
nokasano. I1o BpemMe Ha TepalHsTa ¢ THA3MAM MOXKE 112 CE€ TIPOABH NATEHTEH 3aXapeH Auaber.

JleuenneTo ¢ THA3MIOHH THYPETHIIM Ce CBBP3BA C MOBHIIABAHE HA HHBATA HA XOJECTEPON U TPHITTHLIEPHIH.
Bce nak, npu 103a 25 mg THasuzaeH AMYPETHK, ChABPKAINA CE B TO3M JICKAPCTBEH IPOAYKT, Te3N eheKTH ca
MHHHMAJTHH WIH JIHICBAT. [IpH HAKOM MalMeHTH Ha THA3HIHA TePATIHA MOXKE J1a Ce pasBue
XUMEPYPHKEMHS M nojarpa.

Enekxrponured nucbanaue

Kakro npH BCHUKH MauWeHTH Ha AMYPETHYHA TEpanHa € HeoOX0AHMO Ha CLOTBETHH HHTEPBAIM Aa CE
NPOBEXIA ONPEENAHE HA SIIEKTPOIHTHTE B CEPYMa.

THasuauTe, BKIIOYUTETHO XHAPOXIOPOTHASM]L, MOTAT Ja JOBEAAT A0 BOAHO-ENEKTPONMTEH aqucbananc
(BEJIHOUMTENHO XMIIOKATHEMIS, XHITOHATPHEMMS M XHIOXJIOpEMHYHA ankaio3a). Hauanaute npusvauu 3a
BO/IHO-E/IEKTPONMTEH AHcOaNaHe ca: CyXO0Ta B YCTaTa, XKakIa, ACTEHHsA, ChHIMBOCT,
3amaiibane,0e310koHCTRO, OoNKa B MYCKYJTHTE WIH MYCKY/IHH KPAMIIM, MYCKY/IHA €1a60CT, XHITOTOHMS,
OJIMrypHs, TAXHKapAHA H CTOMALIHO-YPEBHH CMYIICHHA KATO FajIeHe WK NoBpbiuave (Bixk. Touka 4.8).

XHOOKATHEMHS

Benpeku ve npu ynotpedaTa Ha THA3HIHH JHYPETHLIH MOXKE J1a C& Pa3BHE XHITOKATHEMMA,
€JHOBPEMEHHOTO JISYEHHE ¢ TS/IMHCAPTAH MOKE Ja PeAYyLMpA [IPEeAH3BHKAHATA OT JHYPETHIIUTE
XMMOKAHEMYS. PUCKBT OT Pa3BHTHE HA XHIIOKAIHMEMHS € MO-TOJISAM MPH NALHEHTH ¢ YepHOAPOOHA LMpPO3a,
[P MALUEHTH CHC 3ACHJICHA THYpe3a, NPH NALWEHTH, KOUTO NOEMaT HEaIEKBaTHO KOIHUYECTBO
ENIEKTPOIHTH MPE3 YCTATA H [IPH MALMEHTH, KOHTO €HOBPEMEHHO C€ JIEKYBAT C KOPTHKOCTEPOHIH HIH
anpeHokopraxoTponex xopMol (ACTH) (Bx. Touka 4.5).

XunepkaaHeMus

B npoTHBONONOXKHHA C1y4aH MOXKE 1a C& CTHTHE JI0 XHIISPKANHEMHES, ThXKAIIA CE¢ HA AHTATOHH3MA Ha
TEJIMHCAPTAH (KaTO KOMIIOHEHT Ha JISKAPCTBEHUA NPOAYKT) KbM aHrHoTeH3uH 11 (AT1) peuenropure.
anpelm 4e g0cera He ¢ oTORNA3aHO HANHYHE Ha KIHHHYHO 3Ha'1HMa XHIICPKATTHEMHA 10 BpCME Ha
neuenne ¢ renvucaptan/XXT3, puckoBuTe QaKTOpPH 3a pa3sBHTHETO i BKmouBaT SBOpeYHa
HE0CTATBYHOCT H/HJIM ChpACYHa HeAOCTATLYHOCT M 3axapes aualer. Kanuii-coxpansBauuire IMypeTHIIH,
KaaueBHTE N0OABKH HITH 3aMECTHTEITHTE HA COJITA, ChABPIKALIM Kanuii, TpabBa na 6aaT BHUMATENHO
MPUIAraHy Mo BpeMe Ha TeUeHUE ¢ TenMucapTal/ XX T3 (Bxk. Touka 4.5). e T
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XHnoxnopeMHYHa ankanoza
XNOpHHAT JedHLMT OOHKHOBEHO € JIEK W He HAJIATA JOIBIHHTENHO JIeHeHue.

XHepkanuMeMHs




Tuasunute MoOrar 1a HaManaT HATHYBAHETO Ha KANUMIA C YPHHATA H 14 OBEJAT /10 NPEXOIHH M JIEKH
YBEHHYCHHUA HA CEPYMHMA KALH NIPH JIUICA HA YCTAHOBEHH HADYIUEHHA B KAJILIMEBHMA METAOOMHIBM.
3nauuTenHaTa XUNEPKANLHEMIA MOXKE 14 € JOKA3aTENCTRO 38 CKPHT XUIepnaparupeouausem, [Ipenu na
ce IpoBeJie H3CIEIBAHE HA IaPaTHPOHAHUTE DYHKLIMH, TpAOBa a ce [peKpaTy npyemMa Ha THA3HIIH.

XumoMardesueMus

TuasnauTe yBEAHYABAT OTAENAHETO HA MAarHE3HH ¢ YPUHATA, KOETO MOXKE /12 IOBEE 10 XHINOMArHe3HeMHs
{B:x. Touka 4.5).

ETHuuecku paznuyug

Kaxkro 1 npu apyrure anruorensus 11 peuenropun 6nokeps, TEIMHCAPTaH € N0-MaJIKO epeKTHEEH MpH
TIOHHKABAHETO Ha KPBBHOTO HAJIATAHE [IPH XOpa OT 4€pPHATa paca, OTKOIKOTO NPH APYTHTE PACH, BEPOATHO
NopajM Mo-4eCTOTO CPellaHe B YEPHATA MONY.JalMs HA HUCKO PEHHHOBO HUBO C [IPOABM HA XMOEPTOHHA.

Hexemuuna bomect

KakTo npu apyru aHTHXHMIIEPTEHIMBHH ATEHTH, EKCLIECHBHATA PEAYKLHS Ha KPBBHOTO HaJAraHe [pH
NAUHEHTH ¢ HCXEMHYHA KapAHOIATHA WIH HCXEMHYHO KAPAHOBACKkyJapHo 3aboiaBaHe MOXE 13 I0BEAE A0
MHOKApPIEH HHOAPKT UM MHCYIIT.

Obum

[Ipy maumenTH ¢ WiK Ge3 anamHe3a 3a anepris WK OpoOHXHATHA acTMA MOXKE J1a ce HabJoJaBaT peakiMu
Ha CBPBXYYBCTBHTENHOCT KbM X XT3, HO ca NO-BEpOATHH IPM NALMEHTH C TakaBa aHaMHe3a. HMa
cboOnIesua 32 06OCTPAHE WIH AKTHRHPAHE HA CUCTEMEH JYI1yC epHTEMAaTOo3yC MPH NAUNEHTH, JIEKYBAHH ¢
THa3HIHY AuypeTuLy, BRmounTenHo XXT3. HMa cpobuienna 3a peakuun Ha GOTOMYBCTBUTENTHOCT MPH
ynorpefara Ha THa3HAHK AMYpeTHUH (Bxk. Touka 4.8). [Ipenopsuea ce npekparaBaHe Ha TEPANHUATA, AKO CE
NIOABH peakims Ha (GOTOYYBCTRHTENHOCT B MEPHOIA Ha JeyeHHe. AKO Ce cueTe 3a HeOOXOIHMO OTHOBO
BKJIFOYBAHE HA AMYPETHK, CE IPENOPhYBA NPela3BaHe Ha 30HHUTE, KOWTO CE€ H3NaraT Ha CIBHUE HIH Ha
uikycrsenn UVA nbun.

XOpHOHJANEH M3NTHB, OCTPA MHONKA M 3AKPUTOBIBAHA [JIaYKOMa

XuapoxnopoTnasuz, KokHTo € Cya(poHaMHA, MOMKE 13 NPEAN3BHKA HAMOCHHKPATHYHA PEAKLMA, BOALLLA 10
XOPHOMAANEH H3MHB C IePEeKT Ha 3PHUTEIHOTO [10JIe, OCTPa NPEXOAHA MHOIMHS H OCTPAa 3aKPHTOLIbIHA
rraykoMa. CHMINTOMHTE BKIIOYBAT B HAYANOTO OCTPO MOHWKCHHE HA 3PUTE/IHATA OCTPOTa U BONKa B OKOTO
¥ OOMKHOBEHO C€ I0ABSABAT OT YaCOBE 10 CEAMHLM OT HAYANOTO Ha Jcuenuero. Henexysanata octpa
3aKPHTOBIHIHA [NIAYKOMa MOXKE a 0BEE 10 TpakHa 3aryda Ba 3pennero. [IbpBoHa4YanHOTO TeveHKe € fa
Ce Crpe MPHEMAa HA XHAPOXAOPOTHA3MA, KOMKOTO € BE3MOXKHO NI0-CKOpo. HaBpeMeHHOTO neuenme nin
XHPYPTH4HA HHTEPBEHLHA MOXKE Ja Ce HAJTOXKH /1a Ce OOMMCITH, 8KO BETPEOYHOTO HANArAHE OCTaBA
HEKOHTPOJIHPAaHO. PUCKOBHTE aKTOpH 3a pazBMTHE HA 3aKPHTOBILIHA [NIAYKOMA MOXKE 1a BKIKOYBAT
8HAMHE34 32 ANeprus KbM cyIhOHAMUIH WIH MEHHLATHHH.

Hemenauomen pak Ha xowara

B nge ennaemuonornusn npoyYBaHuA, OCHOBABAlIH C& HA NATCKHA HALKMOHANEH PAKOB PETHCTBY, €
Ha0/110/1aBaH OBMILIEH PUCK OT HEMeNaHOMeH pak Ha koxata (HMPK) [6azanHokneTsueH kapuuHOM
(BKK) u cksamosnoxneTsuen kapunHoM (CKK)] npe HapacTBala eKCosMuus Ha KyMyJaTHRHA 1034
xuapoxtoporiazua (XXT3) (Buxk 1. 4.8). ®oroceHcubunusupaiunre epexrn na XXT3 morar aa geiicTrar
KATO BEPOATEH MEXAHUIBM 3a pazeuTue Ha HMPK.

[Maumenrure, npueman XXT3, TpaGea na 6saat undopmuparnn 3a pucka ot HMPK n cLeersann
PEIOBHO Aa NPOBEPABAT KOMKATA CH 33 HOEH NIE3HH U He3abaBHO N1a ¢HOOUIABAT NPH MMOABA Ha
NIOAO3PUTENTHH KOXKHH Ne3nd. Ha mauuenTHTe TpabBa fia ce NMpenopbyaT Bb3MOKHH MpeBAHTHBHH MEPK
KaTo OrpaHHYeHO HAMAraHe Ha CIBHUEBA CBETIMHA W YNTPABHOIETORH JIbUM, a B cnyuaid iH
NOAXOAALIA 3AIIHTA, 33 JIa C€ CBE/IE 10 MHHUMYM PHCKBT OT pak Ha koxara. [Togosput
neanu Tpabea na HvAAT MOANOKEHH HA He3abaBHO W3CIE/IBAHE, IOTCHLMAIHO BKIIKOUB
H3cieaABaHHA Ha Guoncuunn Matepuanu. lIpepasrnexaare Ha ynorpebara va XXT73
NpH NALMEeHTH, KOUTo ca uMand npemaxoacH HMPK (Bx. ceuto Touka 4.8).




OcTpa pecnupaTopHa TOKCHYHOCT

Cnen npuieM Ha XHAPOXJIOPOTHA3H ¢¢ COBILABAT MHOTO PE/IKH TEKKH CIy4aH Ha OCTpa PecTIHpaTOpHa
TOKCHYHOCT, BKIIUUTENHO OCThP pecnuparopen auctpec cuaapoM (OPC). Cnea npuem Ha
XHAPOXJIOPOTHA3H] OOUKHOBEHO ce pa3suBa GenoapobeH OTOK B pAMKHTE HA MEHYTH J0 YacoBe. B Hauanoro
CHMITTOMHTE BIJIIOUBAT JMCIIHESN, IOBULIEHA TEMIIEPATYpa, BnoliasaHe Ha GenoapobuaTa GyHKuma H
xumoToHuUA. [1pu comuennue 3a OPJIC TpaGpa na 61ae cnpsin npuemsT Ha Teamumen [Tioc u aa ce NpwIoku
MOAX0AAWO NedeHHe. XHIPOXIOPOTHAa3M] He TpaOBa aa ce MpHAra NPH NALHEHTH, KOWTO MPEXH TOBA Ca
nonyuasany OPJIC cnea npreM Ha XMAPOXJIOPOTHAZMAL

HutecTHanen anrmoenem

3a MHTECTHHAIIEH aHrMoe/eM C¢ ChobIIaBa IPH NALMEHTH, IEKYBaHU ¢ aHrHoTeH3uH 11 peuenTopHu Gnokepu
(BK. Touka 4.8). Tesu mauueHTH HMAT KOpeMHa Go/iKa, rajieHe, NOBPBIUAHE M JHApHA. CUMITOMHTE OTINYMABAT
/el NpeycTaHOBABAHE Ha aHrMOTeH3HH II peenrropruTe 6r0KepH. AKO ¢ IHATHOCTHLIMPA HHTECTHHAIIEH
aHruoeeM, JISUEHHETO ¢ TeAMHCapTaH TpAGBa Aa ce MpeyCTAHOBH H [1a ¢€ 3aMoYHe NOoAXOAAIC HabMoaeHHE 110
IILJIHOTO OTITYMABAHE HA CHMIITOMMTE.

TlomoniHH BeltiecTRa:

JlakTo3a

Bcaka tabnerka cpappika akrosa. [TauuenTurte ¢ peakd HacieICTBEHH NpoGieMy HA HEMOHOCHMOCT KbM
ranakrosa, o6 naxrasen A€GHUMT WM IAI0KO30-TaNaKkTo3Ha Matabcopbuma ne Tps6ra 1a npUeMaT ToBa
JIEKapCTBO.

Harpuit
Besaka tabnetka cnawpaa no-manko ot | mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MPaKTHYECKH HE CHIBPHKA
HATPHIA,

4.5 BiaumoaeiicTBHE ¢ IPYTH JeKAPCTRBEHH NPOAYKTH B Apyrd opMH Ha B3anMoIeliCTBHE

Jurnii

Ilo Bpeme Ha eIHOBPEMEHHO NPHIIONKEHHE HA TATHH ¢ HHXUOHTOPH HA AHTMOTEH3HH KOHBEPTHPAIUUS
€H3uM ca HabmoaaBaHu 00paTHMH MOBHILEHHS HA CEPYMHHTE IMTHEBH KOHIICHTPALIHH H [IPOABH Ha
TOKCH4HOCT. CHLOOIIARAHH Ca PENKU CiIydaH M ¢ aurnoTenzu I peuentopHu 6nokepH (BKIIOUMTENHO
termucapTan/ XXT3). EnHoBpeMeHHOTO npuiarase Ha TiTrit 1 TenMucapTan/ XX T3 He ce npenopwusa
(k. Touka 4.4). AxO TasH KOMOHHALA € OT ChIIECTBEHO 3HAYEHHE, CE MPETIOPHYBA BHUMATE/HO
OPOC/IENABAHE HA CEPYMHHTE JINTHEBH HHBA B IEPHOAA HA €AHOBPEMEHHO TIPHIOKEHHE.

JIeKapcTBEHH MPONYKTH, KOMTO BOJAT 10 3ary0a Ha Kaiuii W XUOokanueMmus (HaNpaMep Apyru
KaMypPEeTHYHH THYPETHLM, 1akcaTHBH, kopTukocTepounu, ACTH, amdotephuns, kapbesokconoH,
HEHHOWIHH G HaTpHi, CANHUMIOBA KMCENMHHA U MPOH3BOHUTE H)

AKO Te€3H JIeKapCTBEeHH [IPOAYKTH TpAOBa [a ce IPUEMAT €HOBPEMEHHO ¢ komGuuamsaTa
TenMHcapTan/XXT3, ce npenopbyra npocnesBaHe HA KATHEBHTE HUBA B [UIA3MaTa. Te3u JIeKapCTBEHH
NPOXYKTH MOXe Ja noteHumpar edexrure Ha X XT3 pbpXy cepyMuus Kamuit (Bx. Touka 4.4).

Hon-chabpaiis KOHTPACTHY CpECTRa

B cinyuanre Ha jexupaTaums, NPUYMHEHA OT AUYPETHIY, CHINECTRYBA MOBKLICH PUCK OT NOABA HA OCTpa
HBOpeyHa HeaOCTATEYHOCT, 0COOEHO MPH M3MON3BAHE HA BHCOKH JI03H HOM-CHABPKAIIN KOHTPACTHH
cpeactea. HeoOxonnma e pexuaparauys npean npitiarade Ha HoA-ChAbPKAUIM CPEICTBA.

JIekapcTBEHH NPOAYKIH, KOMTO IOBHIUABAT KATMEBWTE HUBA WM MHAYIHPAT mnenmuﬁ@(ﬁ#ﬁp‘m@éﬁi\
ACE-uHXHOHTOPH, Kanuii-ChXpaHsBALA AMYPETHITH, KATMEBH 10OABKH, COMICBH 3aMeC W Lo pRart
KM, LAKIOCMOPHH KM APYry N€KAPCTBEHH NPOAYKTH KATO XETapHH HATPHIA)
AKO Te3H JIeKapcTBeHH [IPOIYKTH ¢a IPEANMCAHH 33 ynoTpeda eIHOBPEMEHHO C KOM
TeamucapTan/ XX T3, npenopbuba ce MOHUTOPHpAHE HA KANHERMTE I1A3MEHU HHBEA.




C M3MO/I3BAHETO HA APYTH JIEKAPCTBEHN NPOAYKTH, HAMATABALIH JCHCTBHETO HA CHCTEMATA PEHHH-
4HTMOTEH3HH, CBITBTCTRALIIOTO NPWIOKEHHE HA FOPECTIOMEHATHTE JIEKAPCTEEHH TIPOAYKTH MOKE J1a I0BEIe
A0 [OBHIIABAHE HA CEPYMHHSA KAJIHA H IO Ta3H NPUUHHA HE € NMPEenopbuBa (Bxk. Touka 4.4).

.HEKaQCTBEHH NPONYKTH, KOHTO C€ MOBNMABAT OT HAPYIICHHA B CCPYMHHA Kanuii

IIpenoprusa ce nepHoOIHIHO MpoceaaBaHe Ha cepyMHHs kanui ¥ EKT, korato Tenmucapraw/XXT3 ce
TNpWIara eTHOBPEMEHHO ¢ JICKAPCTBEHH IPOLYKTH, KOMTO CE TIOBIMABAT OT MPOMEHH B CEPYMHHS Ka/IHii
(HampuUMep JMTHTATMCOBH ITMKO3HAH, aHTHAPHTMHYHH) M CITETHHTE NEKAPCTBEHH IPOAYKTH,
NpeIu3BHKBAILM torsades de pointes (BIIFOUBALLM HAKOM AHTHAPHUTMHYHH), KATO XHIIOKATHEMHATA €
npeapasnonarai gakTop 3a torsades de pointes:

- k1ac la aHTHapUTMUYHK (HAIpHMep XMHHIMH, XUAPOXHHHIIHH, JHA0NMHPAMK)

- kiac Il aHTHapHTMHYHH (HaTIpEMED AMHOAAPOH, COTANON, J0DETHINH, MByTIIHI)

- HKOW aHTHIICHXOTHLM (HANPUMED THOPHJIA3KH, XJIOPNIPOMA3KH, TIEBOMENPOMAsHH, TpH(Iyonepasuy,
LIHaAMEMa3HH, CY/IMMPHI, CYITTONPH, AMHCYINPU, THAMPUJL, THMO3H], XATIONEPHAON, APONEPHACT)

- Apyru: (Hanpumep GeNpHAKA, UH3ANPRI, AnPeMaHHI, HHTPABEHO3EH EPUTPOMHLIMH, XanoaHTpPHH,
MU30JIaCTHH, TEHTAMHMH, cTIapgJiokcaurH, TepgeHanuH, HHTPABEHO3EH BHHKAMUH).

JMruranicoBy riMKO3HAN
Ilpean3BukanaTa OT THA3HAH XHITOKATHEMHUS MM XHIIOMArHe3HEMHS G1aronpuaTcTRa Bh3HUKBAHETO HA
NIPEAH3BHKAHA OT JUTHTANHC apUTMHA (BXK. TouKa 4.4),

EHFOKCHH

Korato TenMucapTal € IpUIOKeH eIHOBPEMEHHO ¢ IMTOKCHH, c¢ HaGoaara cpeiHO HAPaCcTRaHE Ha
MaKCHMaTHATA [Ta3MEeHa KOHLEHTpaLKa Ha AMrokckH (49%) K Ha nai-nuckaTa xonueHTpauus (20%). Koraro
CE 3ano4Ba, KOPUIHPA ¥ NPEKpaTABa IEYEHHE ¢ TE/IMHCAPTAH, [IPOC/eAsBaiiTe HMBATA HA THIOKCHH, 32 J1a ce
[OMIBPKAT HHBA B PAMKHTE HA TEPANeBTHYHHA JHANA30H.

EQETH AHTHXHINIEPTCHIWBHH NEKADCTECHH MPOIYKTH

Tenmucapran Moxe 1a MOBHIIM XHNIOTEH3MBHHS e(EKT HA APYTH AHTHXMIIEPTEH3HBHU CPEICTBA.

Hannnte oT KIMHUYHHA NPOYYBAHHA TOKA3BAT, 4e ABOMHATA ONOKA/A HA PeHMH-AHTHOTEH3HH-A/110CTEPOHORATA
cucrema (PAAC) upes komGunupana ynorpeta va ACE-unxu6ntopn, anruotensud Il peuentopuu 6nokepn
HITH JTUCKHPEH CE CBBHP3BA ¢ [10-BHCOKA YECTOTA Ha HEXETAHH CHOUTHA KATO XHIIOTOHHA, XMIICPKATTHEMHS U
HamaneHa On0pedHa QyHKinA (BIIIOUMTETHO ocTpa 6bOpeyuHa HeaOCTaTBUHOCT), B CpaBHEHHE ¢ ynoTpebata
CaMo Ha ¢HO cpeacTso, aeHcTeailo Bbpxy PAAC (Bxk. Toukn 4.3, 4.4 u 5.1).

[MpoTHBOAHAOETHH JIeKAPCTBEHH IPOAYKTH {IEPOPAIHKA ¥ MHCYJIHH)

Moike 1a c¢ HAOXKH KOPUIHPAHE Ha JO3IMTE Ha MPOTHBOIHAGETHHTE JICKAPCTBEHH NPOAYKTH (BXK. TOUYKA
4.4).

MetdopmuH

Tpabea na ce M3n0/138a NpeANa3IMBO NOPAIH PHCK OT JIAKTATHA ALMI032, MHYLMPAHA OT Bh3MOXKHE
¢yHxuHoHatHa 6x6peyHa HenoCTATBYHOCT, CBBp3aHa ¢ XXT3.

XOJ]ECTHD&MHH H KOJIECTHITIONOBH CMOJIH
Ipy HannuHe Ha aHuOH-0OMeHHN cMonu abcopbumara Ha XX T3 ce HapylIaBa.

HecTeponaHH NPOTHBOBLANATIMTENHH CPEACTBA
HCIBC (T.e. aUeTHICATHIMI0BA KHCEIIKHA B IPOTHBORE3NANHTeNHH 1034, COX-2 uHxubHTOpH U
necenektueHK HCTIBC) morar na namanst quypeTHHHNS, HATPAYPETAYHHAS ¥ AHTHXMIIEPTEHIUBHHA edeKT
Ha THA3HHHTE JHYPETHLH H aHTHXHIIEPTEHIHBHMA eeKT Ha aHrHOTeH3HH 11 peuenTopHy @m:wpm l_[pl?t\
HSKOH [IAUHEHTH ¢ HapylieHa 6bs0pevHa pyHKUMA (HanpUMep ICXHAPATHPAHH NALMEH R
HANpEJHAIA BB3PacT ¢ HapynieHa 6u6pedHa QyHKLHA) €THOEPEMEHHOTO TIPHITOKCHH




HEI0CTATBYHOCT, KOATO 0GMKHOBERO € oOpaTtuma. TTo Ta3n nprumuHa, koMOMHAUMsTa TPAGBa Na 6b1e
MpHyaraHa ¢ NOBMIUEHO BHUMAHKE, 0cOOEHO NMPH NAUMEHTH B HANpeAHana Bb3pact. [lanuernTture Tpabea 1a
ObAar azexsaTHO XMApPaTHPaHH M 1a Oble npocieassana 6v6peuHaTa UM QYHKLHA B HAYATIOTO HA
KOMOHHHMpPaHOTO NeYeHHEe H NEPUOIHYHO CIIE TOBA.

B enno npoy4sane €IHOBPEMEHHOTO NPWIArAHE HA TEIMHUCAPTAH H PAMMIIPHI € AIOBENO [0 MOKAYBAHE HA
AUCq 24 ¥ Crax Ha paMHIIPHA M paMunpwiat A0 2,5 nbTH. KnMun4naTa zHauMMocT Ha ToBa HabmoacHHe
HE € H3BECTHA.

[Ipecopur aMHHEH (HanpUMEpP HOPAIPEHAIHH)
EdekTeT Ha npecopHHTEe aMHHH MOKE /Ia Ce HAMAITH.

Henenoagpusnpamm MuopenakcadTH (HanpuMep TYOOKYpapuH)
XHApOXIOPOTHAZHA MOXKE J1a MOTEHUMPa ¢eKTa Ha HeAETONAPHINDALIHTE MHOPEIIAKCAHTH.

JlekapcTeenn NpOAYKTH, H3MON3RAHM 33 CHUCHHE Ha noaarpa (HanpuMep npobeHeu s, cyIdHHIMPa3oH i
AJOIYPHHON)

Moxe 1a ce Hai0H KOPUTHPAHE Ha J03aTa HA YPHKO3YPHYHUTE JIEKAPCTBEHH NPOJYKTH, Thil KATO
XHAPOXJIOPOTHAZH MOXKE /1 YBEJIMYH CEPYMHHTE HMBA Ha MIHKOYHATA KUCEHHA, MoXe Aa ce HanoxH
NOBUIIABEHE Ha IO3HTE Ha IipobeHeln uiH cynduHMIpazod. ENHOBPEMEHHOTO MPHEMAHE HA THAZHIN
MOXe€ /[a NOBHIIM YECTOTATA HA PEAKLHHTE HA CBPBXUYBCTBHTENHOCT KBM /IONYPHHON.

Kamuuneru conn

TrazuaHHTE AMYpPETHLIM MOXKE 242 [IOBULUAT CEPYMHHMTE HHBA HA KAJILHH, KOETO Ce Nh/DKH Ha MOHIDKEHATA
MY €KCKpeUHa. AKe TpaOBa na ce npeanuiaT KamiiesH Jo0aBKH FITH KaILMi-CbXpaHABALIH JICKEPCTBEHH
MIPOAYKTH (Hanp. npH BuTamMu D Tepanus), € HeoGX0AMMO Na ¢e MPOCNEaABAT CepPyMHHTE HMBA HA KATLMH
H CBOTBETHO J1a C& KOPUIMpa 103aTa.

beTta-6okepy v aAnazokcu
Tuaznaure Modice 1a MOBHIIAT XHNEPTTHKEMHYHHTE ehexTr HA Geta-Gri0KepuTe B AHAZ0KCH]I,

AHTHXOJIMHEPrHYHHUTE IEKAPCTBEHU NPOAYKTH (HaNpUMeED aTPOMUH, GHIIEPHASH) MOIKE J1a MOBHUIAT
OHOHANMYHOCTTA HA THASHIHUTE JHYPETHLHN Hpe3 IOHIDKABAHE HA CTOMANIHO-YPEBHHA MOTHIIHTET H
HECTOTATd HA H3MPa3BaHe Ha CTOMaXxa.

AwmanTanri: TuasnauTe MOXeE 12 YBEIHYAT PHCKA OT HEMKENAHH eIEKTH, MPHIMHEHH OT AMAHTA/IHH.

LIMTOTOKCHYHK NEKAPCTBEHH NPOAYKTH (Hanpumep unknodocgamnn, merotpekcar); THazHaHTe MOXe Aa
HamanaT ObOpevHaTa eKCKpeLnd Ha IUTOTOKCHYHHTE IEKAPCTEEHH MPOAYKTH H 1 IOTEHLUHpPAT
MHENOCYTIPECHPALIIHT UM eexT.

B33 ocHoBa Ha (apMaKOIOrHYHUTE HM CBOHCTRA € Ph3MOXKHO /1A C¢ OUaKBa, Y€ CJICTHHTE JIeKapCTBEHH
NIPORYKTH MOraT A3 NOBHILUAT XUIIOTEH3IHBHUA €(EKT Ha BCHUKH AHTHXHIIEPTEHIHBHH CPEACTBA,
BKJIIOYHTE/HO TeMucapTan: Saknoden, amudocTiH. ChLIO Taka, OPTOCTATHYHATA XHIIOTOHHA MOXKE 1a
Obae saciiena ot ankoxon, 6apOuTypaTH, HAPKOTHYHH BEICCTRA MM AHTHIETIDECAHTH.

4.6 DepTuanrer, 5peMEeHHOCT H KbPMEHe

EpemennocT

He ce npenopsuea ynotpebara Ha aHrHoTeH3uH-1I-peLieirropHu Gi0kepH npe3 MbpeU TPUMECTHP Ha
OpemenHocTTa (BK. Touka 4.4). YnorpebaTa Ha aHrHoTeH3uH-11-peuenropuu Gnoxepu Qnmonoﬁ’ysa

npe3 BTOPHA ¥ TPETHA TPHMECThP Ha OpeMeHHOCTTa (BXK. Toukd 4.3 u 4.4). g‘ T :\ 1o N
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Hsama poctaTe4Ho JaHHH 3a ynoTpebata Ha TenMucaptal/ XX T3 npu OpeMeHHH KeH. ;




EnuaemMuonorrnyre aaHHu 3a prcKa OT TePAaTOreHHOCT ciiel ekcnosuuus va ACE-unxuGuropu npes
MLPBUA TPUMECTBP Ha OpeMEBHOCTTA He ca yOeauTenHu. Bee nak, He Moxe /1a ce H3KITIoUH ciabo
IIOBHIIARAHE HA PHCKA. JIOKaTO HAMA KOHTPOIHPAHH ENMHIEMHONOIMYHM A2HHH 38 PUCKA [IPH yrotpeba Ha
anrvotensid Il peuentopiy 6noxkepy, CXOHM PUCKOBE MOTAT /1a CHILECTBYBAT M MPH TO3M KI1Ac
nekapeTea. alMeHTKHTe, KOUTO LiaHupaT GpeMeHHOCT, TpaGRa Ja MPEMHHAT KBM A/TEPHATHBHO
GHTHXHIIEPTCH3HBHO IEYEHHE ¢ YCTAHOBEH Mpodan Ha besonacHocT Nipy ynorpeba ro Bpeme Ha
BpeMEHHOCT, OCBEH aKO C€ CUHTA, 4e € OT 0cobeHa BAKHOCT JIa ¢ [IPOILDKH JTIEYEHHETO ¢ AHMHOTeH3HH 1T
peLenTopHH 6N0KEPH. AKO € IMarHOCTHIPaHa OPeMEHHOCT, JIe4eHHeTo ¢ aHrHoTeHskH I peLenropuu
Bnoxepu Tpadsa HesabaBHO i ObAE NPEYCTAHOBEHO M, AKO € NOAXOALIO, 1 ObIe 3aNoUHATO
anTepHaTHBHO JicYetine.

YcTanoseHo €, Y€ EKCTIO3MLHATA Ha aHrHoTeH3uH [1 peLenTopHH GlIOKepH Npes BTOPHSA W TPETHA
TPHMECTEHD Ha HPEMEHHOCTTA NPEM3BHKBA (ETOTOKCHYHOCT (IpH Xopa (noumkeHa 6n0peuna byHKums,
OJIHOXHMAPRMHMOH, 3a6aBeHa uepenHa ocugHKauud) 1 HEOHATANHA TOKCHYHOCT (656peuna
HENOCTATBYHOCT, XHIIOTOHMA, XuilepkaneMus) (Bxk. Touka 5.3). [Ipenopbuea ce yITpasByKkoB mpersien Ha
Oubpeunara GyHKuKA 1 yepena B cTyuail Ha eKCNO3MUMA Ha anrnorensun Il peuentophu 6mokepu ot
BTOPHA TPHMECTHP Ha GpemenHocTTa M ¢ien ToBa. Hopopoaenure, unuto Malki ca npuemany
aHroteHsul Il penenropan Gnoxepu, Tpsadpa fa 6bAAT BHMMaTENHO HABNIOAABAHM 32 HATHYME HA
XHIIOTOHUA {BX. Touke 4.3 1 4.4).

Onuret ¢ XXT3 10 Bpeme Ha GpeMeHHOCT € orpaHHYcH, 0cobeHo npes bPBHA TPUMECTHD. [IpoyusannsTa
MpH XKHABOTHM €A HEAOCTATHYHH. XHIPOXIOPOTHAIK/, IPEMHHABA NMpe3 NaueHTarTa. basupaiiku ce Ha
$apmaxonoruunus Mexanu3bM Ha nefictsre Ha XX T3, ynotpebata My npe3 BTOPHS H TPETUS TPHMECTBD
MOE 14 KOMNIPOMETHPA (PETO-IUIALCHTAPHATA MPONYCKITHEOCT M 14 IPHYHHH QETANHHA M HEOHATANHH
eeKTH KaTo HKBATEHHLA, HAPYIIEHHE Ha eeKTPONUTHIA HaaHe M TPOMOOIIHTOTIEHHS.
XHAPOX0pPOTHA3KA HE TPA6Ba 1A Ce M3MOM3Ba MIPH reCTALMOHEH OTOK, TECTALMOHHA XHNEPTOHHA HITH
ApeerIaMcs, OpajH PHCK OT NMOHIDKABAHE HA IUTa3MEHHS 00eM U NiTaueHTapHa xunonepgysus, 6e3
noneseH edekT BbPXY X0/1a Ha 3a00MsBaHeTo.

XuapoxtopoTHa3Ha He TpADBA j1a Ce U3n0M3Ba MPH ECEHIIMANHA XHIIEPTOHUA TIpH BPEMEHHH XeHH, OCBEH
B PEKH CITYYaM, KOTATO HE MOXKE J1a C€ [IPUIIOKH JPYro JTeUeHHE.

Knpmene
Twil kaTo HAMa naHHM OTHOCHO YroTpebaTa Ha Tenmucaprar/X XT3 B neprona Ha kepMeHe,

tenMucapran/XXT3 He ce npenopwUBa, a CE NPEANOYHTAT ATTEPHATABHH JIEYEHUS C 10-A00pe YCTAHOBEH
npodun na 6€30NaCHOCT B NEPHO/IA HA KbPMEHE, 0CODEHO NPH KhpMEHE Ha HOBOPOAEHO HITH
NPEHKAEBPEMEHHO POACHO JETE.

XuapoxnopoTHasi ce eKCKPeTHPa B MAJTIKH KOTHYECTBA B MAHYMHOTO MISKO. THA3HIH BBB BHCOKH 034,
HpeaHIBUKBALIA HHTEH3HBHA AHYPE3a, MOsKe Ja HHXHOUpAT NpoAyKUMATa Ha MJIAKO, YnoTpefarTa Ha
tenmucapTar/ X XT3 no Bpeme Ha KbpMene He ce npenopouea. Axo Tenmucapras/X XT3 ce usnonssa B
IEpHO] Ha KbpMEHeE, TpsOBa /1a ce NOANbPXKAT HAH-HUCKUTE BE3MOXHH JO3H.

depruauter
He ca nposexaany mpoyusaHns BbpXYy GepTUAMTETa NIPH XOpa ¢ PUKCHPAHATA 030BA KOMOHHALIHA HIIH C

OTACMHHUTE KOMITOHCHTH,

B npeaxnvuuYHH MpoyvBaHHA HE ca HaOMIOMaBaHK eeKTH HA TEIMUCATPAH U xwlpoxnopomg:suﬂ B'I:_E(\y
MBEXKKHA W XKEHCKHS HepTHIHTET. :

4.7 Edekrn Bbpxy cnocobnocrra 3a modupane n pabora ¢ MAIAHH



Tenmumen Tlmoc Moxe na nosause cnocoGHOCTTA 32 wodupane u pabora ¢ Mammuy. [Torskora MoXe aa ce
NOABH 3aMaHBaHE CHHKON WK CBETOBBPTEXK MPH NPHEM HA AHTHXHIICPTEH3UBHA TEPAMHS KaTO
TenmucapTaw/XXT3.

Axo [MALASHTHUTES HINMHTAT TE3IH HEeXKeNaHH PE€aKLIHH, TC Tpuﬁna Aa uzbareaT TIOTEHLHAJIHO OMACHH 3aTa4YH
Kato wodupase WIH paboTa ¢ MalHHM.

4.8 Hexenanu eKapcTBeHH peakynn

Kpamxo uznooicenue na npoguna na 6ezonacrocm

Haii-yecto cpobiuasanara Hexenana nexapcTeeHa Peakuus e 3amaiisane. Cepro3Ha peakus na
AHrHOE/IEM MOXKE 13 HACTBIH pagko (>1/10 000 no <1/1000).

YecroraTa Ha HeXeNaHHTE IEKAPCTBEHH PeaKIMH, CbobLIIeHy npy ynoTpeba Ha TenMucaprar/ XX T3
80mg/25 mg, e cpaBHKMa C Ta3H HA HEKE/TAHHTE IEKAPCTBEHH PEaKLHH, ChoOIe N npH ynoTpeba Ha
TeamucapTan/ XX T3 80mg/12,5 mg. He e ycraHoBeHa 3aBUCHMOCT MeXIY I03aTA H HEIKETTAHHUTE
NEKapCTBEHH PEAKLIHH 1 JTHIICBA BPB3KA C 110714, Bb3PacTTa WIH PacoBaTa MPHHALIEKHOCT Ha MALMEeHTHTE.

Tabnnyen cHIHCHK HA HEKENAHUTE JIEKAPCTREHH PEAKIAN

Hexenanure ekapcTBeHH peaKLUH, CLOOLIEHH BbB BCHUKH KIMHWYHY NPOYYIBAHHUA ¥ HACTBIIMIN 110~
HECTO NPH U3NONI3BAHCTO Ha TEJIMUCAPTAH TUIFOC XHAPOXIOPOTHAIK, B CpaBHeHHE ¢ mwiauebo (p<0,05), ca
OMMCAHH T0-JONY B CHOTBETCTEHE ChC CHCTEMO-OPraHHATA Kiacu(HKaLHs.

HexxenaHu JlexkapCTBeliv PEAKIIHK, KOUTO Ca XapaKTEPHH 32 CAMOCTOATENHOTO MPWIATAHE HA OTAE/IHHTE MY
CBCTABKH, MOTAT NOTEHLMAIHO 14 Ce MPOSBAT H MpH fiedeHHe ¢ Teamumen [Liroc, fopu W na He ca
HabI0aRaHH B KIIMHHYHUTE IPOYYBAHHS.

HesxenanuTe NexapeTBeHM peaxiiy ca KATETOPH3HPAHK CIIOPEA YECTOTATA, KATO € H3NON3BaHA CIICAHATA
KnacurKauMa: Muoro vectu (>1/10), yectu (>1/100 no <1/10), newectn (>1/1000 no <1/100), peaxu
(=1/10000 no <1/1000), muoro peaxs {<1/10000), ¢ HenasecTHa uecTOTA (OT HAMYHUTE JAHHM HE MOXE
na ObJie HanpaBeHa OLEHKA).

Hpu Besiko rpynupae B 3aBMCHMOCT OT YECTOTATA, HEXKETAHUTE JIEKAPCTBEHM peakuuu ce n36pospar s
HH3XO/iR11l pei [0 OTHOINEHHE HA TEXECTTA.

Tabnmua 1: Tabnuuen cmuchk Ha Hexenauure peakipu (MedDRA) ot nnaue6o-kouTponnpany
NpCYHBaHHA H OT MOCTMAPKETHHIOBHA OLIUT

Knac oprann sHa | Hexenann peaknun YecroTa

CHCTEMATA Teamumen | Tenmucapran®| XuapoxjopoTHaimus
MedDRA ILnoe

Hudexnun Cencuc,
#H(pecTanNH BKJIIOYMTEIIHO pazko *
daranen uaxoa
bpotxur PAAKO
DapHHTHT PAAKO

Cunyur PAAKO
Hudexuums Ha
FOpHHTE HEYecto
IHXATENHH
ILTHUINA
Hudeknnm Ha
IMHKO4YHH NMbTHILA HEYECTO
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Hopoobpasyean

HemenaroMen pak

HA Ha KOXKaTa
Ao0pokavecTne (bazanHoKNETHYUCH
HH, KapLHHOM M
JI0KAYECTBEHH InockokieTs C Heu3BeCTHA 4eCTOTA®
H YeH
HEYTOUMHEHH (BKJL. | KAPIIMHOM)
KHCTH H MOJIHNH)
Hapymenna ua Anemus HEYecTo
KPbLETa H Eosunogunus paaKko
AHMGHATA TpomGoumronenns pagko PAIKO
cucrema TpomOounToneHHYHa
nypiypa PARKO
AINAcTH4HA aHEMMKS C HeH3BecTHA 4eCcTOTa
Xemonuruuua MHOI0 pAJKO
AHEMHUA
Hapymwena dyHkuua MHOLO PAAKO
Ha KOCTHHS MO3bK
JleskoneHus MHOLO PAAKO
ArpaHyaouuTo3a MHOI'0 PEKO
Hapymesna Ha | AHaHIAKTHYHH
HMYHHATA peakuus psako
CHACTEMA CBpBXUYBCTBHTEITHOC paako MHOI'0 pAAKO
T
Hapymenns Ha | Xunokansemus HEUECTO MHOT'O YeCTO
meTaGonm3Ma B | Xynepypuxemus psako HECTO
XpancHeTo Xunonarpuemus paaxo paaKo HECTO
Xunepxatvemus HEUECTO
XumnornukeMmus (Tp#
MALHEHTH ¢ AHAGeT) psAaKo
Xunomarseznemus 4eCTO
XunepxanuuemMus PALKD
XUDOX/IOPEMHYHA
ankanosa MHOTO PSAKO
Hamanen anetut 4ECTO
Xunepnunmigemus MHOIQ 4eCTO
XunepriukeMus paIKo
HeaneKpaTeH
KOHTPON Ha 3aXxapeH panko
aunaber
Ilcaxuunn Be3nokoiicTro HEYECTO pPALKO
HapymeHHs Henpecus PAAKO HEYEeCTO paaKo
beacbuue pAAKO HEYECTO
Hapyiienns Ha cbHA | pAaKO pPAIKO
Hapymenas na CBeToRBpTENK 4eCTo paako =
HEPBHATA CHCTEMA Cyykon HEYECTO HEYECTO /,3. )
Napectezns HEYECTO psuu# “E’;
CbHnuBoCT paaKo f ( = 1%
& 2\ [/
s
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I'nasobonue

PAIKO

Hapymienna na
OYHTE

3puTenHO yBpeKIaHe

PRIKO

pAnKo

pAAKO

3penuero e
3dMBITICHO

PAIKO

Octpo
3aKpHTOBIBIIHA
I'maykoma

C HeM3BeCcTHA 4ecTOTA

XOpHOHIAIEH U3IUB

 HeW3IBECTHA YECTOTA

Hapymenns Ha
YXOTO H
JadupaHTa

CpeToBLpTEK

HEYECTO

HEYeCTO

Chpaeunn
HAPYIIEHHA

Taxukapaus

HEYECTO

paako

ApUTMHH

HEYECTO

pako

bpanukapius

HEYECTO

CrnaoBn
HAPYIIEHNY

XUMOTOHHKSA

HEYECTO

HCUCCTO

OprocraTiisa
XHIIOTOHUA

HEYECTO

HEYECTO

qeCeTO

HEKPOTH3HpalL
BacKyJIAT

MHOTO pAIKC

[Pecnupatopan,
rpbAHH
MeIHACTAHAJIHY
HAPYIICHHA

JlucrHes

HEYCCTO

HCYCCTO

H

Pecnuparopen
JHCTpEC

pAIKO

MHOTOQ PAIKO

[TnesmonuTt

PAIKO

MHOTO PAIKO

benonpoben
Orok

pAAKO

MHOI'O PAAKO

Kamnsna

HEYECTO

Harepcrunmanska
fenogpobua
6onect

MHOTO pAako’?

Octep
pecnHpaTopeH
JHCTpec
CHHIPOM
(ARDS)

(Bx. pasnen 4.4)

MHOTQ pAIKO

Cromammno-
YpeBHH
HApPYIIeHHUs

Jlnapua

HEYECTO

HEYCCTO

qeCTo

Cyxora B ycTata

HCUCCTO

PAIKO

[azoee

HEYCCTO

HEYeCTO

KopemHa Sonka

PAIKO

HEYCCTO

Janex

pRaKo

pAIKO

Jucnencus

pAIKO

HEYECTO

[ospritane

PAIKO

HE4eCTO

HECTO

[acTpuT

pAaKo

Kopemen
AHCKOMGOpPT

pAIKO

TaacHe

[Mankpeatur




Xenatobaanapuu
HAPYDIERHS

AHopManHa
YyepHoapobHa
dyHKUIMA/vepHO A
pobHo
HapylI¢HHE

paaKo?

pAaKo’

Hrunrenwua

PAIIKO

Xonectasa

pAKo

Hapyuwenus na
KOXATA H
NOAKOKHATA
THKaH

AHrHoeem
(BENIOUHTENHD
c datareH
H3Xox)

pamKo

PAIKO

Epurema

pAZKO

pPAAKO

Cophex

PAAKO

HEYECTO

Obpus

pAIKO

HEYECTO

YECTO

Xurepxuaposza

PAZKO

HEMECTO

Yprukapus

pAsKo

PAIKO

4eCTO

Exzema

PAIKO

JlexapeTBena
epynLuMs

PANIKO

TokcHUHA KOKHA
epynuMs

PAIKO

Jlynyc-nonobex
Cunapom

MHOT'O pAAKO

Peakuns Ha
(hOTOUYBCTBHTEITHOCT

pAIKO

TokcH4YHa
EMHEpManHa
HEeKponM3a

MHOro pagko

Epurema
MyJaTadopme

C HEH3BECTHA YecToTa

Hapymenns na
MYCKYJIHO-
CKeJIeTHATA
CHCTEMA H
CLEAHHHTEIHATA
ThKAaH

Bonxu B repba

HEHECTO

HEYECTO

Myckynes cnasmu
(KpaMIH B Kpaka)

HEYECTO

HEYECTO

C HeHW3BECTHA YECTOoTa

Muanrus

HEUCCTO

HEYECTO

Aprtpanrus

pazako

pAIKO

Bonxa B xpaiinnka
(bonka B xpakaTta)

PAIKO

PANIKO

bonka s
CYXOKHARATA
(cumrromMu, nogoGHA
Ha TCH/IVHMWT)

pAnKo

CreTeMes nymyc
epHTEMATOo3yC

paznko'

MHOr pagko

Hapyuienns na
61L0pennTe M
NMHKOYHHTES
WHTHILA

brlpeuno
yBpeAIaHe

HEYCCTO

C He#3BeCTHA YECTOTA

OcTpa 6n0peuna
HE/IOCTATBYHOCT

HCYCCTO

HEYCCTO

I'niokozypud




HapymieHAd HA

Penpogykrusnara
CHCTEMATA H Epextunua HEUECTO HecTo
rbpaara auchyHKiug
O6mu bonka B repauTe HEYECTO He4ecTo
HapymenHs H I'punonomobxo
edexTH na Jabonasane PAIKO PAIKO
MSCTOTO Ha Bonka paziKko
TIPHIOHEHHE Actenusa (cnabocr) HEUECTO C HeW3BeCTHa YecTOoTa
[Tupexcus C HeW3BecTHa YecToTa
Hzcaenpanns VYeenuuenue na
NHKOYHATA KHCENTHHA| HeyecTo PALIKO
B KpBBTa

VYBenuuelue Ha
KPEaTHHUH B KPHBTA | PAAKO HEYECTO

YBenuueHue Ha
KpeaTHHa B KpLBTa/

docorunaza paaKo pAazko
VBeauueHHe Ha

uepHOApoOHUTE paAxo paiIKo
EH3IUMHU

Hamanesnse va PALKO
xemornoOHHa

1
2

BE3 0CHOBA HA NOCTMAPKETHHIOB OMUT

BHiKTe noapaznenure 110-101y 3a JOMbIHATENHA HHPOpMaIHA

Hexenanute peakunn ce HabmonaeaT ¢ mofxobHa YeCTOTA TPH MALIMEHTH, JeKyBadu ¢ mnauebo u
Tenmucaprat, O01aTa YecTOTa Ha HEXENAHHTE PeaKUMH, ChoOLIEHH TIpH TenMucapTaH (41,4%), oBUKHOBEHO €
cpasHEMa ¢ wiauebo (43,9%) B mnauebo koHTponMpanu mpoyusanms. Hexenanure peakuun, n36poenu no-
rope, ¢a HaTPYMaHH OT BCHYKH KIIMHMYHHA H3NUTBAHHS TIPH MAIIHEHTH, JCKYBaHH C TEJIMHCAPTAH 32 XUITEPTOHHA
WIH [IpH nauMerT Ha 50 Win noBeYe rogMHH ¢ BHCOK PHCK OT ChPACYHO-CHAOBK ChOWTRA.

a

Onucanve Ha uzOPany HeJCeIARY NEKAPCMBEHI PEaK Ul

AbHOpMHa yepHOApoOHa hYyHKUMA/YepHOAPOGHO HAPYIIIEHHE

[Toseuero cyuan Ha aGHOpMHA YepHOAPOOHA PYHKLIHA/4epHOIPOGHO HAPYILEHHE OT MOCT-
MAPKCTHHIOBHA ONNT C TENMHCAPTAH HACTBIIBAT [PH NALHCHTH OT ANOHCKH MPOU3XOI. HpH MayHueHTH OT
AMIOHCKH fIPOM3XOJ ChileCTBYBA [I0-TO/IIMa BEPOATHOCT 32 PA3BUTHE HA TE3H HEXEJIAHH PEAKLIMH.

Cencuc
B npoyusanero PRoFESS e HabniogasaHa NOBHILIEHa YECTOTA HA CETICHC MPH TEIMHCapTaH B CPaBHEHHE ¢
wiaue6o. CubuTHETO MOXE A2 © CTyualiHa HAXOIKa WM JIa € CBBP3aHO ¢ HETIO3HAT 10 MOME,
MeXaHH?BM (B2K. TOuxa 5.1).

Hurepctunmanya tenoapobua Gonect
Cny4an Ha HHTepcTHLHaIHA GenoapobHa GosecT ca AOKIaABAHH OT MOCT-MAPKETHHIO
Ha [pUeM Ha Teamucaprad. [IpuunnHo-ciieacTBeHa Bpbika obave He e YCTAHOBEHA.

=



HemenanomeH pak Ha koxkata
B13 ocHOBA HA HAMKHYHUTE JAHHM OT €MHAEMRONOTHYHH NpoyYBatus € nabiuogasana zaBucuMa oT
KyMyJIaTUBHAaTA 1033 Bpb3ka Mexkay XXT3 u HMPK (Bx. cbio Touku 4.4 u 5.1).

HurectunaneH aHrnoenem
CroblenH ca cirydaH Ha HHTCCTHHAIEH aHrMoeaem cnel ynoTpeba Ha auruotensuH I penentophu Gnoxepu
(Bk. Touka 4.4).

Crobasane Ha NOAO3MPAHH HEKENAHH PEaKIIHH

CrobiasaneTo Ha NOAO3MPAHH HEXENAHH PEaKUMH cllell pa3peluaBaHe 3a ynotpeba Ha JIeKapCTBEeHHS
NPOAYKT € BaXKHO. ToBa 1103B0JIABA Ja CE NIPOABIIKM HAGIIONEHHETO Ha CHOTHOLICHHETO TOI3a/PHCK 3a
neKapeTBeHHs npofykr. OT MEMLMHCKUTE CIICLMAMCTH C& M3UCKBA J1a ChOOIIABAT BCAKA IOA03MpaHa
He)KeslaHa peakuus 4upe3 M3nwiauTenna areHUHEA o JekapeTsara, yi. .Jlaman [pyer” Ne 8; 1303 Codus;
Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ipexoznpane

CeoinecTsysa orpaHuuesa HHGOpMatHA MO OTHOLISHHME HA NPEAO3MPAHE HA TEIMUCApTaH npH xopa. He e
YCTAHOBEHO /IO KAKBa CTETICH XMAPOXIOPOTHA3MIL C& OTHEIA [IPH XEMOAHANM3A.

Cumnromu: Hali-u3SBEHHTE TIPOSBH Ha MPEJO3MPAHE C TE/IMHCAPTAH €A XMIOTOHWS ¥ TAXWKAPKA, & CBLLIO
ce cpo0laBar U OpaauKapaus, 3aMastHOCT, [IOBPLILAHE, NOBMLIABAHE HA CEPYMHHMA KPEaTHHHH H OCTpa
6bOpeuHa HeaocTaTbyHOCT. IIpeno3npaneTo ¢ XMAPOXIOPOTHAZH CE CEBP3BA C HAMAIISIBEHE Ha
€/ICKTPOTHTHTE (XHIIOKATHEMHSA, XHIIOXJIOPEMHA) U XWUIIOBONEMHS, IBIKALIHM CE€ HA eKCLIECHBHATA IHYpeE3a.
Haii-yectuTe CHMIITOMH Ha peO3UpaHe Ca rajieHe U COMHOMIEHTHOCT. XHNOKAIIMEMHATA MOXE /14 JOBEHS
A0 MYCKYJIHH CIIa3MK W/WINM aKLIEHTYHPAHa apHTMHA, CBBP3aHH ¢ €JHOBPEMEHHATa ynoTpeda Ha
AHTCHTAIMCOBH I'NTHKO3HOH MK ONpeacieHH AHTHADHTMHYHH JICKADCTBCHH IPOJYKTH.

Jleyenue: Tenmucaprad He ce OTAENA NIPH XeMMODUITPAUKA HIH NpH XeMoaManusa. [TauuenTtsT 1prbsa
Aa 6bae BHUMaTENHO HabMioAaBaH | NledeHHeTo TpadBa Na ObJe CAMITOMATHYHO M IOLTbPKALIO.
OenagsBaHeTO 3aBHCH OT BPEMETO OT MPHEMAHE HA NIPOAYKTA H TEKECTTA HA CUMITTOMHTE.
[IpenoprUUTENHHTE MEPKH BIJIIOUBAT NIPEIM3BHKBAHE HA [IOBPBLIAHE W/HIM CTOMALITHA IPOMMEKA.
IIprnaraHeTo Ha akTHBEH BBIVIEH MOxce /14 Oble NoNe3Ho Npy eyeHne Ha nipeao3upanero. Heobxonumo e
4ECTO NIPOC/IEAABAHE HA CEPYMHMTE €1EKTPOIHTH H KpeaTHHHH. [IpH MoABa Ha XHIIOTOHUA, NALHEHTET
TpabBa 1a Obe NIOCTABEH B JIErHAIO MO IPBO MmososkeHHe U G1bp30 Ja ce NpUIoKaT conesu u obemun
3aMECTHTEIIH.

5. GAPMAKOJIOTAYHA CBOMCTBA

5.1 MapMakoAWHAMAYHHE CBOHCTBA
(apmakorepaneeTH4Ha rpyna: AHriotenzuH Il peuenropru 6nokepu (APB) i auyperuus, ATC kon:
CO9DAO07

Tenmumen [Tnroc e komOHHaUMA oT aHroTensuH Il peuentopen Gnokep - TeMucapTaH M THa3WIEH
AMYPETHK - XUApoxiIopoTHazuA. [1pu koMOHHHpaHETC UM Te3H ChCTABKH MMAT aJUTHBEH
AHTHXHIIEPTEH3UBEH e()eKT, KOeTO BOAH JO [O-rojIiMO HAMATIABAHE HA KPEBHOTO HAJIATaHE OTKOJIKOTO, aKO
ca npuiokedn nooraenyo. Teamumen [Liloe, npueman BeAHBK JHEBHO B TepaneBTUHHHU A03H, BO,E[H a0
edeKTHBHA M I1aBHA PeSYKUHA HA KPbBHOTO HAATAHE. - -

MexaHH3nM HA JelCTRHE




YaCTHYHA aroHHUCTHHHA akTHBHOCT cipaMo AT petenropa. TenMucapTaH ce CBbp3Ba cenekTuaHO ¢ AT,
peverrropa. Cenp3gateTo e MPOIBIKHTENHO. TenmucapTaH He noka3sa aHHKTET KbM JIpyri PEUETITOPH,
BrmounTeHo ATz u 1pyru no-cnaGo xapaxrepusipatn AT-peuentopu. DyakupoHaTHATa Posid Ha Te2H
PELENTOPH HE € M3BECTHA, HE € M3BECTEH H eIEKTHT HA TAXHATA BL3IMOXKHA CEPBXCTHMY/TALHA OT
aHrHOTeH3kH II, yHiito HuBa ca nosuIIeHH OT TeMHcapTa. Husata Ha niiasMeHMs anjiocTepos ca
MOHIKABAT OT TeIMHUCApTaH. TeTMHMCapTaH He HEXUOMPaA HOBEIUIKHA M1a3MEH PEHHH  He GoKupa
HOHHHTE KanatW. TeaMHcapTan He HHXHOHPa aHMHOTEHIWH KOHBEPTHPAIIHA eH3uM (kuiuHaza IT) —
€H3MMbT, KOHTO ChILIO pasrpaxia Opaankuuuba. [Topaay Toea He ce ouaxBa 1a noTeHUMpa SpaiHKHHKH-
METHHPAHHTE HEXE/IAHH JIEKAPCTBEHH PEaKIIHH,

ITpw 3apaesu aobposonum nozara ot 80 mg TENMHECAPTAH NOYTH UL HHXUGHPA MPEAH3BHKAHOTO OT
aHruorensus [ nosumarane Ha KPLBHOTO Handrate. MHXHOHTOPHUAT edekT ce Moaabpxa Haj 24 yaca,
KaTo Bee olle Moxe Aa Os/ie yCTaHoBeH 10 48 yaca.

XHIPOXNOPOTHAIMJL € THASHAEH JNYPETHK. MEXaHH3MbT Ha AHTHXHUNEPTEHIUBHUA SEKT HA THASMIHHUTE
DHYPETHUM HE € HAIThIHO W3SACHEH, THa3HIHTE HMAT e(eKT BbPXY ObhOpedHuTe TYOYIHH MEXaHHIMM HA
peabcopOuus Ha ENEKTPONHUTH, KaTO JIHPEKTHO YBEIHYABAT EKCKPELMATA HA HATPHH ¥ XJIOP B IPHONH3UTENHO
CKBUBAICHTHH KONMWYECTRa. J{HypeTuuHoTo AelicTBHe Ha XX T3 Hamangea niiasmMeHns obewm, yeeM4asa
IJIa3MeHATa AKTUBHOCT HA PEHUH, YBENMYABA CECKPELMATA Ha ANMAOCTEPOH, C NIOCNE/BAIIO YBEIHYABAHE HA
sary0ara na kanuit u 6ukapboHAT B YPHHATA H HAMANABA CEPYMHHA Kanuit. BepodTHo upes 6/10Kaja Ha peHuH-
8HTMOTEH3HH-AIOCTEPOHOBATA CHCTEMA €AHOBPEMEHHOTO NPHIOKEHHE HA TEIMHCAPTAH HMA TEHASHLHA 1a
00BpHe zarybarta Ha kanuii, cBbp3aHa ¢ Tead auypetnun. [pu XX T3 Hauanote va AHMype3arta e cien 2 uaca, a
MAaKCHMATHHAT e)EKT HACTHIIBA 33 OKONO 4 Yaca, KaTo ASHCTEMETO MPOBIXKABA NIPHOMH3UTeTHO 6-12 yaca.

®apMaKoJHHAMAYHHK eeKTH

JleueHWe Ha eceHUMATHA XMIEPTOHUS

Cnen npunarase Ha MbpBaTta 103a TEIMHUCAPTaH ce HabIoaRa NOCTENEHHO MOABA HA aHTHXUNIEPTEHIHBHA
aKTHBHOCT B paMKHTe Ha 3 yaca. MakcumanHaTta peyKiHa Ha KPHBHOTO HAIATAHE C€ AOCTHIA HAITLIHO B
PaMKHTE Ha 4-8 CEIMHLIM Ce/l HAYANOTO HA JIEYEHHETO H C& MOIBPKA Upes MPOIb/DKHTENHA TEpanus.
Cien npHeMane Ha 103aTa aHTHXHIIEPTEHIUBHHAT epeKT NEPCHCTHPA oBeue OT 24 yaca, KaTo BKIOYBA H
moceaHuTe 4 yaca npeay CNeABAIIOTO MPHIOKEHHE, KAKTO NoKa3BaT aMOy/IaTOPHUTE HIMEPBAHHS Ha
KPBBHOTO HanArase. ToBa € MOTBBPACHO H OT M3MEPBAHHATA B MOMEHTA HA MAKCHUMANHUSA edeKT U
HEMOCPEACTBEHO NPEIH IPHEMA Ha CIIe/IBAILATA 1032 (CHOTHOLISHHETO MUHIMAJIHA KbM MaKCHMATH#
KOHLEHTpauuK & noctosHHo Hafa 80% cnen npuem Ha nos# oT 40 mg ¢ 80 mg Tenmucapran npu nnauebo
KOHTPOJIHPaHH KIHHHYHH MPOYYBAHHSA ).

[IpH NnauMerTH ¢ XHIEPTORNA TEIMHCAPTAH PEAYLIMPA H CHCTOMTHOTO W AHACTONHOTO KPhBHO HaMAraHe, 6e3
Nla TIOR/IMSBA TYJICOBATA YECTOTA. AHTHXMNEPTEH3HBHATA €(PUKACHOCT HA TENMUCAPTAH € CPABHHMA C Ta3H
Ha TIPO/TYKTH, NIPE/ICTABHTEH Ha APYTH KJIACOBE AHTHXHIIEPTEH3HBHH 1EKAPCTBEHH NPOAYKTH (YCTaHOBEHA
pH KIHHAYHA W3IIHTBAHHA, CPaBHABALLM TEJIMHCAPTAH C aMIOAHITHH, ATEHONON, HANIATIPHI,
XHIIPOXIIOPOTHAZH H TH3HHOLPI).

[TpH BHE3aNHO NPEKECBAHE HA JIEYEHHETO C TEIMHCAPTaH KPBBHOTO HAJIATaHe MOCTEHEHHO Ce BPLlua a0
CTOHHOCTHTE [IPEIM JIEHeHUEeTO, 3a MEPHOA OT HAKONKO JHH 0e3 MaHHH 3a pedayHi xunepronnded cdekr,
Ciy4aure Ha CyXa KaLUIHNA ¢a FHAYHTENHO [O-MaNKO NPH NAlMeHTH, TPETHPAHH ¢ TEJIMUCAPTaH,
OTKOJIKOTO [IPH TAKMBA, HA KOWTO ¢& JaBaHH MHXUOWTODH Ha aHTHOTEHIUH KOHBEPTHPAIMA €H3HM B
KJIMHHYHH NIPOY4YBAHNS, AMPEKTHO CP2BHABALUH ABETE AHTUXUNIEPTEH3HBHU JICUEHHS .

Knuuu4ea edukacHoeT H 02300acHOCT

CopliedHO-CHA0BA NPOQUNAKTHKA
ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Global E
rnoGanHo npoy4saHe HA KPaiHH TOYKH MPH NMPWIOKEHHE HA TEIMUCAPTAH CAMOCTOAT
paMHIpHN) cpaBHABA eEKTHTE HA TEMHCAPTAH, PAMHIPHI H KOMOMHALIMATA OT TENM
BBEPXY CBPACYHO-CHOOBHA W3X0A NpH 25620 NalMeHTH Ha BL2APacT 55 roZuHH WM o-




KOpOHapHa apTepHaiia 6oecT, HHCYINT, MpeXoneH HexeMuyna ataka (TIA), nepudepHa aprepuanqa Gonect
WIH 3aXapeH NHabeT Tun 2, npUPYXeH OT TaHHH 33 YBPEHKIAHE HA KpaHUTE OpraH# (Hamp. peTHHONATHH,
XHIEPTPOGHI Ha NABATA KAMEPA, MAKPO- KM MHKpPOanOyMHHYDHS), KOUTO Ca MOMYNAIMSA C PHCK OT ChPASUHO-
CBAOBH CHOHTHA.

HNauuenTHTe ca PaHAOMHM3UPAHK B €HA OT CICAHHTE TPH [Pyin Ha NedeHue: TemMHcapTan 80 mg (n= 8542),
pamunpin 10 mg (n=8576) nnn xombuHaumATa oT TeMHcapraH 80 mg wnoc pamunpui 10 mg (n= 8502) u ca
NPOCIIEAEHH 34 IEPHOA CPETHO OT 4,5 roJIHHM.

Tenmucapran nokassa nonoben na pamunpun eekT 3a HaMaJIsBaHe f1a TLPEMYHATA KOMOHHHpaHa Kpalina
TOYKa OT ChPACYHO-CHIOBA CMbPT, HeaTaneH MHOKapieH HHGAPKT, He(ATAIEH HHCYIT WK XOCIHTAIH3AlHA
TopajH 3aCTOHHA ChpAeUHa HEAOCTATEYHOCT. HecToTaTa HA MBbPBUYHATA KPAHHA TOYKA € CXOJIHA B IPYNHTE HA
TenMHcapTaH (16,7%) n pamunpur (16,5 %). KoeduumeHTsT Ha prCK 32 TEIMUCAPTAH CIPSIMO PAMHMIIPHI €
1,01 (97,5% T4 0,93-1,10; p (e no-nowma epuxacnoct) = 0,0019 npu rpannua 1,13). [TpoueHTsT Ha ciyuaute
Ha CMBPTHOCT MOPAJH KAKBATO H /12 € NPHYHHA € choTBeTHO 11,6% u 11,8% cpen naumenTuTe, TeKyBaHu ¢
TeNMHCa)TaH ¥ PAMHATIPHIL

YCTaHOBEHO €, ue TeJIMUCAPTAH UMa eeKTHBHOCT, MO00HA Ha PAMMITPIUT 1IPH NPEABAPHTENHO OTIpeaeieHa
BTOPHYHA KpaitHa TOUKA HA CHPACHHO-CHA0BA CMBPT, HepaTaleH MMOKApIeH HHDAPKT ¥ He(aTaIeH HHCYNT
(0,99 (97,5% JIH 0,90-1,08), p (ve no-nowna eduxacrocr) = 0,0004], nnpsuunaTa kpaitHa TouKa B
pepepentroTo npoyusane HOPE (The Heart Quitcomes Prevention Evaluation Study) (ITpoyusare 3a oLenka
Ha ChPIEYHMA H3XOX [IPH NPO(PHNAKTHKA), KOSTO TIPOYYBa edekra Ha paMUIpPHI CIPAMO Miane6o.

IIpoyusanero TRANSCEND panpomusypa naimedTH ¢ HenoHocuMocT KbM ACE-HEXHOUTOPH ¢be cxoaHH
KPHTEpHH 3a skirousane kato npoyusaneto ONTARGET, ua renmucapran 80 mg (n=2954) wnn mwianebo
(n=2972), v npara ce npunarat B AONMBLIAHEHHE KbM CTaHIapTHUTE rpinkH. CpPeqHATA MPOABHKHTEIHOCT HA
npocineadsane e 4 ronuny 4 8 mecena. He ce yCTaHOBABA CTATHCTHYECKH 3HAYHMA Pa3/IHKa B YECTOTATa Ha
bPBUYHATE KOMOWHMpaHa KpaliHa Touka (ChPACHHO-CHA0BA CMBPT, He(aTaleH MHOKapAeH KHapKT,
HE(ATANEH MHCYIT WM XOCIHTANM3AIMA TIOpaiH 3acToiina cepae4Ha HegoctaTbuaoeT) [15,7% B rpynara ua
Tenmucaptad U 17,0% B rpynara na mnaue6o ¢ koeduuunent ua puck 0,92 (95% JIH 0,81-1,05; p=0,22)]. Uma
AdHHH 33 MOJ34 HA TENIMHCAPTAH B CpapHenMe ¢ ruianebo npu npeBapuTENHO ONpeaeIeHaTa BTOpHYHA
KOMOMHHpaHa KpaiHa TOYKa Ha ChPAEYHO-CHAOBA CMBPT, HedaTaneH MHOKApIEH HHOAPKT U HedaTaleH
uncyar [0,87 (95% M 0,76-1,00; p=0,048)]. Hama raHnu 3a MOI3a PH CHPAEYHO-CHAOBATA CMBPTHOCT
(koeduuueHT Ha puck 1,03, 95% JIH 0,85-1,24).

Kammva n AHCHOCOAEM €L cnoﬁmaBaT MO-pAAKO IMPpH NMAaUHCHTH, JICKYBaHH C TEJIMHCAPTAH, OTKONKOTO MPH
MAHUCHTH, JIEKYBAHH C PAMMIIPWI, JOKATO XHIIOTOHHA C€ C'bOﬁU.lﬁBa No-9eCTo NpH TENTMHACAPTAH.

KombuHHpareTo Ha TeMHCAPTaH ¢ pAMHMIIPWI HE YREIWYABa TIO3ATa CHPAMO PAMHIIPHI KITH TEJIMHCAPTaH,
IPHIOKEHH caMocToATENHO. ChpJEYHO-ChI0BATA CMBPTHOCT ¥ CMBLPTHOCTTA NIOPaJH KaKBATO U a € MPHYHHA
€a YUCNEHO NO-BUCOKM NP KOMOMHALMATA. B ToNbIHEHHE, UMA 3HAYUTEIIHO O-BMCOKA YECTOTA Ha
xunepxaniemus, 6u6pedHa HEAOCTATHYHOCT, XHIIOTOHHS H CHHKOII B rpynara ¢ komGuHauuaTa, Iopaau Tasy
NPHYHHA, €HOBPEMEHHATA YNIOTPEDa Ha TEIMUCAPTAH M PAMMIIPHI HE CE NMPENOphYBa MPH Ta3H MOMY,IALHA.

B npoyusaueTo ,,Cxema 3a npeseHIAs 3a eeKTHBHO M30ArBaHE Ha 110BTOPHH HHeyih” (,,Prevention Regimen
For Effectively avoiding Second Strokes*, PROFESS) npu naumenTH Ha sbapact 50 4 ni0Bede rofiHHH, KOMTO ca
NPEKAPANH HACKOPO WHCYNT, ce 3a0eNs3Ba MOBHNIEHA YECTOTA Ha CENCHC NPU TE/IMHCAPTAH B CPABHEHHE C
iwauebo, 0,70% cnpamo 0,49% [Koeduiment Ha prcka 1,43 (95% dosepHrenen unrepsan 1,00 — 2,06)];
4ECTOTATa HA ClyHaMTe ¢ (PATANeH CENncUC HApacTBa MPU NalMEHTHTE, NpHeMatH Tenmucapran (0,33%) cnpamo
naumerTHre Ha iwiauedo (0,16%) [Koeduunent Ha pucka 2,07 (95% noseputeneH untepsan 1,14 - 3,76)].
Ha6aronasanara noBuineHa 4ecToTa Ha CENCHC BB BPb3Ka ¢ YIoTpeOaTa Ha TEIMHCApTaH ymxe aae cnyqauna
HAXOAKA WM Ji2 € CBhP3aHA ¢ MEXAHH3BM, KOHTO 3acera ¢ HeMo3HAT. s

}t,:' . -
Sy .
e
Jse ronemu pannoMu3upass koHTponapanu npoyusadis — ONTARGET (ONgoing l@i‘é artdti A =
and in combination with Ramipril Global Endpoint Trial) (Texyuio riobanso nanure %a kpamm TO‘-IKH' =



H2 TEJIMHCAPTaH, CAMOCTOATENHO H B KoMOuHauma ¢ pamunpit) i VA NEPHRON-D (The Veterans

Affairs Nephropathy in Diabetes) (Knuununo npoyusase cBbp3aHO ¢ passuTHe Ha He(ponaTus npu

Anabet, MpoBe/ieHo OT MHHHCTEPCTBO MO BLIPOCHTE Ha BETEPAHHTE) POyHBaT yIoTpebarta Ha
koMOHHaLuaTa o1 ACE-unxubutop u anruotensuH I penerntopen Gnokep.

ONTARGET e npoyusatie, npope/IeHO npH NALKEHTH ¢ AHAMEE3A 34 ChP/ICYHO-CHA0BA HITH MO3BYHOCHIOBA
Gonect, wm 3axapeH iuabeT THII 2, IPHAPYKEHH C JAHHM 3 YBPEXTAHE Ha ceKTOPHH OPrany. 3a no-
noaApo6Ha HHGOPMALIHA BHXTE N0-rope Mo3arnapueto ,,CEpAeHHO-CHI0BA MPOPIIAKTHEA™,

VA NEPHRON-D ¢ npoyugane npu naiHeHTH Cbe 3axapeH 1#abeT THn 2 u auabetha HeponaTus.

Te3u npoyuBaHus He MOKA3BAT 3HAYMM GAArompHATeH edeKT BbPXy OBLOpEUHUTE W/ ChPAEUHO-
CHAOBHTE IOCIEAHLH H CMBPTHOCT, KATO CHIIEBPEMEHHO ca Hal/OaBAHM HOBHILEH PUCK OT
XMIIEPKATHEMHS, OCTPO YBpPexiaHe Ha OLOpelINTe W/KNH XHNOTOHHS B CPaBHEHuUe ¢ MOHoTepanusTa. Karo
CE UMAT NPEBHI CXOAHHTE WM $apMaKOIHHAMMYHH CRONCTBA, TE3H PE3YITATH ca MPUICKHUMH M 33 JIpyTH
ACE-nHxu6uropn u aurnotensus I peuenrrophn 6nokepa.

ACE-yurxubutopu u aurnotensus [I peLerrropam 61okepH cneosatento He TpbBa Ja ce H3MON3BAT
CAHOBPEMEHHO NPH NAUHEHTH ¢ AHabeTHa nedponaTns,

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
(Knubnyno npoy4sase, MPOBEJECHO ¢ AIMCKHPEH MIPH NIAIMEHTH ¢he 3aXapeH AHabeT THI 2 ¢ HANOoI3BaHe
Ha CbPALHHO-CBA0BH K OLOpeUHH 3a60/1ABaHNA KaTO Kpai{HH TOUKM) € MpoyHBaHe, MpeIHA3HAYEHO 1a
H3CTIC/IBA N0/13aTa OT A00ABAHETO HA ATKCKMPEH KBM CTaHAApTHA Tepanus ¢ ACE-UHXuOHTOp wiu
aHrHoTeH3nH II peuentopen G10Kkep NpH NALMEHTH ChC 3aXapeH Auaber TN 2 B XpoHHHHO BBOpeuHo
3aboiseane, CbpIEUHO-CBIO0BO 3abonarane WK i sete. [IpoyuBaHeTo € MPeKPATEHO NPEKAEBPEMEHHO
NOpaaH NOBHILEH PHCK OT HebmaronpuaTeyn nocneauny. Kakto copaedHo-Cua0BaTa CMBPT, TAKA H
HHCYNTBT Ca T10-YE€CTH B IPYNaTa Ha alHCKHPEH, OTKOJIKOTO B IPYIaTa Ha Manedo, a npeacTasnsapaluTe
HHTEPEC HEXeTaHH CHOUTHA H CEPUOIHH HEXENAHH CHOHTHS (XHIepKaTHEMMA, XMMOTOHUS U 616peuHa
AMchyHKUMA) ce choOIMABAT NO-4eCTo B IPYNaTa Ha alUCKHPEH, OTKOIKOTO B IPYTIaTa Ha iaueGo.

EnuaeMHONOrMYEH IIpOY4BAHHMA MOKA3BAT, Y€ MPOIB/UKUTENHOTO TEYEHHE ¢ XHAPOXIOPOTHAZHI HAMAABA
pHCKa OT ChPASYHO-CHAOBA CMBPTHOCT U 3360/16BAEMOCT.

KM MoMeHTa edekTrTe Ha (prkCHpaHaTa 1030Ba KOMOMHALIAR TEIMHACAPTAH/XHAPOXIOPOTHATUT BBPXY
CMBPTHOCTTA H CLPASYHO-CH/10BaTA 32a00/IeBaeMOCT HE Ca M3BECTHH.

HemenaHomeHx pak Ha KoxKaTa

B3 0cHOBa Ha HANMYHHTE JaHHH OT €MHICMHOIOTHYHA NPOYIBaHAS € HaGMONaBAHA 3aBHCHMA OT
KyMyJaruBHaTa Jo3a Bpbika Mexay XXT3 n HMPK. Eaxo npoyusaHe BKIKO4BA MONyIauns, ChCTOAIA CE
ot 71 533 cnyuam na BKK 1 8 629 cny4gaun na CKK, w nonynaius ot cxoteerno 1 430 833 u 172 462
NOAXOAAL KOHTPOIH. Bucokara ynotpeba na XXT3 (kymynatueHo >50 000 mg) e cebp3ana ¢
kopurupan OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98 (95% JIU: 3,68-4,31) 2a CKK. Ha6nronapana e
ACHA BPB3Ka KyMYyNaTHBHA 103a-0TroBop KakTo 3a BKK, Taka u 3a CKK. Jlpyro npoy4saHe nokasea
Bh3MOXHA BPB3ka MEKIY paka ua yeraute (CKK) 1 excnosuumsaTa na XXT3: 32 633 cnyuau Ha pak Ha
YCTHHUTE € noabpana nomyauus ot 63 067 noaxXoAAM KOHTPOH, KATO Ce W3MON3RA CTPATETHUA 3a BI3CMake
Ha npobu, onpesenena oT pucka. JleMoHCTpUpaHa € Bph3ka KyMyJIaTHBHA 1034-0TroOBOp ¢ kopurapal OR
2,1 (95% JtH: 1,7-2,6), napacrsaw 1o OR 3,9 (3,0-4,9) 3a sucoka ynorpe6a (~ 25 000 mg) u OR 7,7 (5,7-
10,5) 3a Haii-BHcOKaTa KyMynaTHBHa no3a (~ 100 000 mg) (Bx. chino Touka 4.4).

IeauaTpiyHa nonynauus
Erponefickara areHuMs no ekapcTsaTa 0cB060XK/2Ba OT 3aAbIKEHHETO 38 IPEIOCTABAHE HA PE3YTATHTE OT

Npoy4BaHHATa ¢ prenmMucapTal/XXT3 pe8 BCHYKH NOArpyNH Ha TICAHATPUYHATA nonynaums npu xunepmﬂml
(8. Touka 4.2 33 MH(OpMAIHA OTHOCHO yNoTpeba B NeAHaTPHATA).
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Ennospemennoto npuioxenue Ha XX T3 u TeMucapTaH npu 3apagd T06POBOIILE BEPOSTHO HE IPOMEHS
(apmMaKOKMHETHKATA Ha KOSTO M id € OT CHCTABKHTE.

Abcopbuus
Tenmucapran: [TukoBHTE KOHUEHTPALIME HA TEIMACAPTAH CE TIOCTHraT B paMKuTe Ha 0,5 — 1,5 uaca cnen

nepopanet upuem. AGCONOTHATA GHOHATTMYHOCT Ha TEIMKCApTaH B ao34 40 mg 1 160 mg e choTBeTHO
42% u 58%. XpaHara Neko cHKaBa GHOHANHYHOCTTA HA TEIMHCAPTAH, KaTo pelyKUMATa Ha 06J1acTTa noj
KpuBaTa IUlasMeHa koHueHTpauua-speMe (AUC) Ha Tenmucapran e ot okouo 6% npw 1033 40 mg ¥ okono
19% npy nosa 160 mg. Tpu yaca ciel NPUITOKEHUE MIA3MEHHTE KOHLIEHTPALIMH ca [OA0GHH, HE3ABUCHMO
Jajs TEJIMUCAPTAH € NPHIIOKEH Ha [afHo unK ¢ XpaHa, He ce ouaksa cnabara peaykuus 8 AUC na
MpPeIX3BHKA HAMANABAHE HA TEPALICBTHYHATA eUKACHOCT. TelMHCapTaH He KyMY/THPa 3HA4YMTENHO B
[L1a3MAaTa [pH NOBTOPHO NPHIOKEHHE.

Xuapoxyiopotrasua: [TMKkoBMTE KOHIIEHTPALMHA HA XMAPOXIOPOTHAIH CE MOCTHIAT B PAMKHTE HA
npubusutento 1,0 - 3,0 yaca cien nepopanen nprem Ha GQUKCHPAHATA 103082 KOMOGHHALIMA,
AbcomoTHata GHOHANHYHOCT, Ga3UpaHa Ha KyMyJaTHBHATA peHaIHa exckpenms Ha X XT3, e okono 60%.

Pasnpenenenne
Tenmucaprau ce cBbp3Ra B rOJIAMA CTENEH C TUIA3MEHHTE NpoTennu (>99,5%), raBHo ¢ anfymuy u andal

Kuces raukonpoTerH, CpenHusaT ofem Ha pasnpeaeneHue Ha renmucapral € oxono 500 L, koero nokasea
AOMBTHHTENIHO CRBP3BAHE ¢ ThKAHHTE.

XuapoxiopoTHasuz ce cBbpara B 64% ¢ [Ia3MEHKTE NIPOTEMHM M HETOBHAT 00EM Ha pasHpeneieHHe e
0.840.3 L/kg..

Brotpascdopmanma

Tenmucapran ce Merabonuanpa upes KOHIOraLua, Kato 06pa3ysa GapMaKkolOrHYHO HEAKTHBEH
ALHNTTIOKOPYHHA. [OKOPYHHABT Ha OCHOBHOTO BELIECTBO € €AMHCTBCHHAT METAGONHT, MASHTUDHIIMpPAH
npH yoBeka. Cliel eRHOKpaTHA fo3a Gengzan ¢ pagHOaKTHEEH Bbraepol *C TeMucapTan roKopyHHIBT
npeacTaensea npubanintento 11% oT n3MepeHaTa pagHoaKTHEHOCT B TIIasMaTta. MaoeH3umuTe Ha
uHTOXpoM P450 namar yuacTie 8 MeTab0IM3Ma Ha TEIMHCAPTaH.

XHApoXIopoTHa3KA He ce MeTabOIH3Hpa [IPH XOpa.

Enumunupane
Tenmucapran: KakTo c/ieql MHTPaBeHO3HO, TaKa H CJIE] IEPOPAITHO IpHIoKeHHe Ha *C-Genasan

Te/IMHCAPTaH, MO-TONAMATa YacT OT MpHeTaTa no3a (>97%) ce eTMMHMHHPA C HANPDKHEHHUATA Ype3
GunmapHa exckpeuus. B ypiHara ce OTKpHBAT caMO HE3HAYMTEIHY KO/IMYECTBA. TOTANHHAT IU1a3MeH
KHMPBHC Ha TEIMUCAPTAH C/el epopaiHo npitoxkeHHe ¢ >1500 ml/min. TepMiHaMHUAT MOTYKHBOT Ha
eNnHMHHHpanHe ¢ mopede ot 20 vaca.

XunpoxnopoTHA3HA CE EKCKPETHpa H3IIO HenpoMeHeH ¢ ypuHara. Okono 60% oT nepopaiHata o3a ce
SNUMWHHPA HenpoMeHeHa 10 48 vaca. bubpeunusT xmpbHe e okono 250 — 300 ml/min. TepMuHANHUST
NOMY/KUBOT Ha endMuHMpaHe € 10 — 15 uaca.

JluHeHHocT/HenuueHOCT

TenMucapran: QapMakOKHHETHKATA HA OPATHO [IPHIOKEHHA TENMHCAPTAH € HE/IMHEHHa B 103u ot 20-160 mg,
C MO-TO/IAMO OT NPOTOPLIMOHAIHOTO NOBHIIEHHE HA NTasmeHuTe KoHueHTpauud (Cmax 1 AUC) npu
MOBULUABAHE HA J03WTE. TeNMHCAPTaH HE CE AKYMY/IHPA B 3aHYHTE/IHA CTEAEH B TUIA3MATA MPH NOBTAPAILO Ce
[PHIOKEHHE.

XuapoxJIOpOTHA3IMA NOKA3B2 THHEHHA apMaKOKHHETHKA.

DapMAKOKUHE MUK BFU CREYUATHY NONYAAYUY
Crapuecka BL3pacT T
DapMAKOKHHETHKaTA HAa TEAMHCAPTAH HE CC PadIM4aBa MeX Iy NIaLHeHTH B HanpeaHana B};ﬁgj 1 £i0-M
MaLHEHTH. CANS
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IIpu xeHH MIa3MEHHTE KOHIICHTPALKH HA TEIMHCAPTaH OOMKHOBEHO ca 2 — 3 IbTH MO-BUCOKH, OTKOJIKOTO
npu MbXke. B KMHEUHKTe npoy4sauus ofade NpH SKEHH He Ce HAbIOIABAT 3HAUMMO YBEIMYEH OTTOBOP HA
KPBBHOTO HANArAHE MW YECTOTATa Ha OPTOCTATHYHA XunoTonua. He ce Hanara npennsupane Ha go3ara.
IIpu xeHn UMa TEHASHLMA KbM MO-BUCOKH TUTA3MEHH HHBA HA XMAPOXJIOPOTHA3M, OTKOJIKOTO MPH MBKE.
Tosa obave He ce cyvTa 332 KTHHHYHO 3HAYKMMO.

brbpeuHo yspexnane
ITo-HHCKH ILTa3MEHH KOHUEHTPAaLUHH ca HaONr01aBaHy TIPH TIALMEHTH ¢ 6B0peYHa HeJOCTATBYHOCT,

MOAJIOAEHH HA AuaH3a. TenmMucapTaH ce CBbP3Ba BLB BHCOKA CTEINEH C IU1a3MEHUTE IPOTEMHH NPH
nauuesT ¢ 6ubpetHa HENOCTATHYHOCT H He MOXKe Ja ObJe oTcTpaHeH upes nnanuza. EMHMHHAIMOHHALT
[IOJIYXKHBOT HE CE IPOMEHS [IPH MaLHEHTH ¢ BEOpeyHo yBpexnan

. [lpu nan1eHTH ¢ HapyleHH OLOpedHH (yHKUMK cTeneHTa Ha eruMuHupate Ha XXT3 e peayumpana. B
€AHO THIIHYHO MPOYYBaHe, BIUTIYBALLO NALUWEHTH ChC CPeICH KPEaTHHHHOB KIHpERHC 90 ml/min,
[10J1yKHBOTBT Ha eluMuuupare Ha XXT3 e 6un yenuueH. [Ipn GyHKUMOHAIHO aHedPUYHK NALHEHTH
[OAYKMBOTHLT HA €TMMHMHHpaHe € okoso 34 uaca,

YeproapobHo yBpexaanHe

(DapMaKOKMHETHYHN NPOYYBAHHSA MPH NIALIHEHTH C 4epHOAPOGHO YBpPEX(AZHE MOKA3BAT NOBHIIABAHE HA
abcomoTHara SHoHATHYHOCT 1o noutH 100%. IIpu naugenTH ¢ uepHOAPOGHO YBpEKAAHE MONYKHBOTHT HA
ENTMMHHHpaHE HE € IPOMEHEH.
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IlpH npeAKTHHMYHHK NPOy4BaHKA 33 6e30[aCHOCT ¢ 8JHOBPEMEHHO NPIIOKEHHE Ha TenmmucapTad b XXT3
OpY HOPMOTEH3HBHH IUTHXOBE H KYUeTa, R03H, CPABHHMH C T€3H B KITHHUYHHA TEPANEBTHUCH JIHATIAa30H HE
Mpeau3BHKBAT e(heKTH, payTHIHH OT Hab/oJaBaHUTE NPH CAMOCTOATENIHOTO NPHNOYKEHHE HA JIBETE
BewecTsa. HabnogapaHuTe TOKCHKOIOTHYHY [IPOMEHM BEPOATHO HAMAT OTHOUIEHHE KbM H3MON3BIHETO HA
KOMOWHALMATA TEMHCAPTaH/ XHAPOXIOPOTHATH 33 TEPANICRTHYHH LIE/HU TIPH YOBEKA.

TokcHkoIOrHYHKTE HAXOAKH, J00pE MO3HATH OT NPEIKTHHHYHHTE NPOYYBAHHA HA HHXHOUTOPH Ha
AHTHOTEH3HH KOHBEPTHPALIHA €H3WM K ONoKepH Ha aHrMoTeH3uH II-peuenTopuTe ca: HaManABaHe Ha
NapaMeTpHTE HA YePBEHHTE KPbBHH KIETKH {€PHTPOLIMTH, XeMOTIOOHH, XEMATOKPHT), MPOMEHH B
6uOpeuHaTa xemoaAMHaAMHUKA (MOBHIIEHO HUBO HA YPEs M KPEaTHHHH B KPbETA), NOBHILIEHA AKTHBHOCT Ha
INa3MeHNs PeHHH, XHUIePTPODHA/XHIIEPTINIA3Hs HA IOKCTAINIOMEPYIAPHITE KIIETKH H YBPEXIAaHE Ha
CTOMaiIHaTa THrasuua. CTOMAIIHHUTE JIE3HH MOTaT jia §bJaT NpeAoTBPaTEHW OrpaHHYEHH YPe3 NePOPaiHo
AobaesHe Ha (pU3HOTIOrHYEH Pa3TBOP M PYTIOBH JKMITHLIA 33 s)kuBOTHHTE. [TpH KyueTa ca HabmoaaBaHu
6b0peuna TyOynapHa Awnatauus W atpotua. CuuTa ¢e, ue Te3H HaXOAKH ¢e Tb/DKAT Ha
thapmMakonornuHaTa aKTHBHOCT HA TETMHCAPTaH.

He ca HabmionaBaHu eeKTH Ha TEIMHCAPTAH BBPXY MBAKKHA WIH HKEHCKHA GepTiauTer.

Hama ACHRK TaHHH 3a TepaToreHeH ¢eKT, PBIPEKH TOBA NPH TOKCHYHM N030BY HKBA HA TEIMUCAPTaH €
Ha0monaBaH eeKT BbPXY MOCTHATANIHOTO Pa3BHTHE HA OTOMCTBOTO, KATO [MO-HUCKO TEJIECHO TErno U
3abaBeHO OTBapAHE Ha ouMTe. HAMa NOKa3aTENCTRA 38 MYTAreHHOCT M CHOTBETHA KJIACTOr€HHR AKTHBHOCT
Ha TE/IMHCAPTAH NPH H3IIHTBAHHA in Vitro H KAPUHHOTCHHOCT APH ILTbXOBE M MHWKK. [IpoyuBaHusTa ¢
XXT3 naBar HECHIYPHH TAHHHM 33 FEHOTOKCHYHOCT HJTH KAPUMHOTEHHH €EKTH NPH HAKOH
EKCIICPHMEHTAITHH MOJIETH,

3a eTOTOKCHYHHA HOTEHIIMAN HA KOMOMHALIMATA TEIMHCAPTAH/XHAPOXIOPOTHA3H BHKTE ToukKa 4.6,

6. DPAPMAINEBTHYHH JAHHH

6.1 CoucbK Ha IOMOIHHETE BEMECTBA




Mauuron (E421)

[Toeunon K25 (E1201)

Kpocnopraon (E1202)

Maruezues creapat (E470b)

MerayMeH

Harpuer xugpoxeua (E524)

JlakTo3a MoHOXMAPAT

MuxpokpucTansa uenynosa (E460)

Xunpomenosa (xuapokcH-npomwuimMerunuenynosa) (E464)
HatpHes HHINECTEH rIMKosaT oT KapTodu (THI A)
Xuar xkeneseH okcna (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaaoct

3 roauHu

6.4 CreuHANHH YCJI0BHA HA ChXPAHEHHAES

Toau JICKARCTBOH MPOAYKT HE HIHCKBA CNICLHAIHH TEMIICPAaTYPHH YCIOBHA 33 ChXpaHCHHE.
I[a C€ ChXpaHARA B OPHTHHANTHATA ONAKOBKE, 34 Ja C€ [IPpeAIa3n OT Bnara ¥ CBeT/IHHA.

6.5 JaHHH 32 ORAKOBKATA
Tenmucatpan XuapoxnopoTHa3H TabIETKH ca ONAKOBaHK B ATTyMHHHIA/ATyMUHHH OIHCTEpH.

Onakoskn: bauctep cve 7, 10,14, 28, 28x1, 30, 30x1, 50, 56, 84 , 90,90x1, 98,100, 112, 126, 140,
154,168,182,196 TabieTkH.

He BCcHUKH BHA0OBE OMakoBKH Morat Ja ObaT MyCHATH B MpoAakoa.
6.6 CrennaiHn npeana3ne MEPKH NPH HIXBLP/sHE

Hsama cneumanHu uauckeanus.

Hewnanonssanusar jekapcTBEH NPOAYKT HNH OTNABYHHITE MAaTEPHAH OT Hero TpabBa [a ce M3XBLPIAT B
CBOTBETCTBKE C MECTHHTE H3UCKBAHHA.

7. NNPHTEXATEJ HA PAZPEHIEHUETO 3A YIIOTPEEA
COPAPMA Al

yn. HianeHcko woce 16,

1220 Codus, benrapus

8. HOMEP(A) HA PASPELIEHHETO 3A YHOTPEBA
Pervuctpaumonen Ne: 20130289

9. JAATA HA ITBPBO PAIPEIMABAHEMIOJHOBABAHE HA PA3PE
YIIOTPEBA




Jata Ha nupro paszpewasane: 01.10.2013

Jata Ha mbpso nonHosssade: 04.07.2019

10. JATA HA AKTYAJTM3UPAHE HA TEKCTA
Anyapu 2026

[ToapotHa nHdopmanns 3a ToBa TEKAPCTBO € MPeIOCTABEHA Ha yel caiita na Manbisurensa arenuus no
nexapcreara, yebcaidt: www.bda.bg.




