KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUS ITPOAYKT

ToayTrpuc 40 mg/5 mg/12,5 mg Tabnerku m?tﬂbﬂi!lflTEﬂHA AFEHUWA NO NEKAPCTBATA
Tonytpuc 80 mg/5 mg/12,5 mg Tabnerku Kpamxa xapaxmepucmuna Ha npogyxma - Fousomene |

Tonytpuc 80 mg/10 mg/12,5 mg Tabnetku Ko Pez. Ne AL 7 ‘70}0/}//7"1/;

qOﬂyTpHC 80 mg/lo mg/25 mg TaﬁﬂET!{H R o AL LTI & ~ A A4

i

Pa3pewerue Ne

Tolutris 40 mg/5 mg/12.5 mg tablets BG/MA/MP?pzS?-’f— y ; [ 6 -07- 2076
Tolutris 80 mg/5 mg/12.5 mg tablets
Tolutris 80 mg/10 mg/12.5 mg tablets
Tolutris 80 mg/10 mg/25 mg tablets

--------------------------------

2. KAYECTBEH H KOJIHMMECTBEH CBbCTAB

Tonympuc 40 mg/5 mg/12,5 mg mabiemxu:

Bceska Tabnetka cbabpxka 40 mg tenmucaprad (telmisartan), 5 mg amnnoaunuu (amlodipine) (kato
amnoaunuHoB 0e3unar (amlodipine besilate)) v 12,5 mg xuapoxnoporuaszua (hydrochlorothiazide).
Tonrympuc 80 mg/5 mg/12,5 mg madbaremxu:

Bcesika Tabnerka cuabpxa 80 mg tenmucaprad (felmisartan), 5 mg amnnoaunul (amlodipine) (kaTo
amioaunuHoB O0e3unar (amlodipine besilate)) v 12,5 mg xuapoxnoporuazua (hydrochlorothiazide).
Toaympuc 80 mg/10 mg/12,5 mg mabremxu.

Bcska Tabnerka cbabpxka 80 mg renmucaprad (telmisartan), 10 mg amnnoaunun (amlodipine) (kato
amaoaunuHoB oesunar (amlodipine besilate)) n 12,5 mg xuapoxnoporuaszua (hyvdrochlorothiazide).
Torympuc 80 mg/10 mg/25 mg madbaemxu.

Bcska Tabnetka cbabpxka 80 mg Tenmucaprad (felmisartan), 10 mg amruioaunul (amlodipine) (kaTo
amnoaunuHoB 0e3unar (amlodipine besilate)) v 25 mg xuapoxnopotuasun (hydrochlorothiazide).

[loMOLIIHHK BELIECTBA C U3BECTHO 1€HCTBHE:

Bcsaka Tabnerka ot 40 mg/5 mg/12,5 mg cbabpxka 54,3 mg nakro3a.
Bcsaka Tabnerka or 80 mg/5 mg/12.5 mg cvabvpxka 108,7 mg nakro3a.
Bcsaka Tadbnerka or 80 mg/10 mg/12,5 mg cvabpxka 108,7 mg nakro3a.
Bceska Tabnerka ot 80 mg/10 mg/25 mg cuabpxka 108,7 mg nakro3a.

3a N'bJIHKUA CIMMTUCHK HA MOMOILIHHUTE BELECTBA, BHWXTE TOo4uka 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

Tonympuc 40 mg/5 mg/12,5 mg mabaemxu:

Kpbriauv, A1BOMHOU3MbKHAJIK, BYCIOMHH TaOneTku. EaMHUAT cnoi Ha Tabnerkara € Os)1 WK NOYTH
Os1, ¢ 00o3Hauenue L1. [Ipyrusar cioit Ha TabnerkaTa € kadhaBO-KbJIT, MO3a€UEH.

Pazmepu Ha TabneTkara: auamersp npudbauzutesHo 10 mm

Toaympuc 80 mg/5 mg/12,5 mg mabiemku:

OBaJiHU, NBOMHOU3MbKHAIK, ABYCJIOHHH TaOneTku. EnuHUAT cnoi Ha TabneTkara e OsJ1 MM MoYTH
01, ¢ 0003Hauenue L2. [lpyrusT ciioi Ha Tabnerkara € po30B, MO3aeU€EH.

Pazmepu Ha Tabnerkara: npubauzurenHo 18 mm x 9 mm

Toanympuc 80 mg/10 mg/12,5 mg mabremxu:
OBaJjiHM, IBOHHOMU3ITbKHAHK, ABYC/OHHMU TabneTku. EnMHUAT cnoii Ha TabneTkara e Os1 UM
0541, ¢ obo3HauyeHue L3. JIpyruar cinoii Ha TabneTkaTa € opaHxkKeB, MO3aeyeH.
Pa3smepu Ha Tabnerkara: npubausuresHo 18 mm x 9 mm




Torympuc 80 mg/10 mg/25 mg mabremxu:

OBanHH, ABOHHOU3INbKHAMH, ABYCA0HHH TabneTky. EAMHUAT cnoi Ha TabneTkara € 044 WK MOYTH
6an, ¢ obosnavenue L4. dpyruar cnoit Ha Tabnerkarta € kadaBo-XbJT, MO3aeueH.

Pazmepu Ha tabnerkara: npubnusurenHo 18 mm x 9 mm

4. KJHMHHAYHHA TAHHH

4.1 TepaneBTHYHH NOKA3IAHHANA

TonyTpuc € nokasaH 3a JIieYeHHUE Ha €CCHUHATHA XHITEPTOHUA KAaTO 3aMECTUTE/THA TEpanus Npu
Bb3PaCcTHH NAUHEHTH, ANCKBATHO KOHTPOIUPAHHU ¢ TEAIMUCAPTAH/XHAPOXAOPOTHA3H, MPUEMAHH KaTo
ABYKOMIMOHEHTHA T€panya H aMJIOAKNHH KaTO €JHOKOMITOHEHTHA Tepanus, Npuiaraiu ¢qHOBPEMEHHO
B CBLLUHTE JO3H KAKTO B KOMOHHALIMATA, HO KAaTO OTAECNAHH Tab1eTKH.

4.2 JI03HpOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

anHOP’b‘I HTE/IHaTa JHEBHA 1033 € €Ha TadNieTka OT ChLOTBETHATA JA030BAa (bﬁpMﬂ.
To3u JCKAPCTBEH MPOAYKT HC € MNMOAXOAALL 34 HAYalTHA TCPAllHA.

[Ipean npemuHaBaHeTO KbM TONYTPHUC, MALHEHTHTE TPAOBa Aa OBAAT KOHTPOIHPAHH C NMOCTOAHHH
[03H OT BCHYKH TPH AHTHXHNIEPTEH3NBHH MOHOKOMIIOHEHTH, NPUEMaHH Nno cbILoTo Bpeme, Jlozara
TpaOBa a ce OCHOBABa Ha AO3WTE HA OTAEIHMTE KOMIIOHEHTH Ha KOMOMHALMATA MO BPEME Ha
npeMyHaBaHe KbM KOMOHHaUMATA.

AKko e HeoOxonHMa MPOMAHA Ha 103aTa, T TpAOBa Aa CTaHE Ype3 HHAMBHAYANHO THTPHPAHE Ha
OTAEJTHHUTE MOHOKOMNOHEHTH Ha XKOMOHHAUNA.

Cneyuannu nonyiayuu

byrOpeuno yepexaane
TonyTpuc e NPOTHBONOKA3aH NpY NALUEHTH ¢ TEKKO ObOpeuHO yBpekaane (Bx. Touka 4.3). OnureT

C TeNMHUCAPTAH/XHAPOXJIOPOTHA3UA NPH NALMEHTH C fieKa 10 yMepeHa cTeneH Ha 6u0peuHo
YBPEKAaHE € OrpaHUMEH, HO HEe MPeANonara Hexkenaiu epekTu Bbpxy 0u0penure 1 He ce cuuTa 3a
HeoOX0AMMO KOpHrupaHe Ha jao3ara. [lpenopbsusa ce nepuoanyHO MOHUTOpHpaHe Ha ObOpeuHaTa
bynxuus (Bx. Touka 4.4). [lpoMennre B mnasmMeHUTe KOHUEHTPALUMK HA aMJIOJUITHH He ca 00BBp3aHK
ChC cTeneHTa Ha 60peuHO yBpeKaAaHe, 3aToBa ce NpEenopbiBa CTaHJapTHA A03a. Te/IMUCApTaH U
aMJIOUIHH HE CE THATH3HPAT.

YepHoapoOHO yBpexaaHe

TonyTpuc € NpOTHBONOKA3aH MPH NaLUEHTH C TEKKO YepHOAPOOHO yBpexaaHe {Bx. Touka 4.3).
Ilpu nalMeHTH ¢ N1eKo 10 yMEpPEeHO YepHOAPOOHO yBpexKaaHe NJO3HPOBKaTa He TpAdBa na HaBHLUABA
40/5/12,5 mg BeaAHDBXK AHEBHO.

Tuazuaure Tpabsa Ja ce npunarar ¢ NOBULLEHO BHUMAHUE NPH NALMEHTH ¢ HAPYLICHA YepHOApOoOHa
byHKUUA (BxkK. TOUKA 4.4). |

[loBHwWIaBAHETO HA [03aTa HA aMIOAMNHHE TpAOBa 1a ce W3BBLPLUBA C MOBUIIECHO BHUMAHHE,
PapMaKOKHHETHKATa HA AaMJIOAMIHH HE € NMPOYYEHa MPH TEXKKO YePHOAPOOHO yBpeKaaHe.

Crapuecka Bb3pacT
He e HeobOxoaHMO KOpUrHpaHe Ha ao3ara.

[leauaTpyuHa nonyaanus .
be3zonacHocTTa M ePUKacHOCTTA HA TONyTpUC NMpH Aeua U KHOWY noa | 8-roauiuHa BbL3pa % 3.

YCTaHOBEHHU. JIMNCBAT AaHHH, -




HaunuH Ha NPpHUJIOCKCHHUEC

TonyTpuc TabsieTky ca npeaHa3HavYeHU 3a NIEPOPATHO NPWIOKEHHE H TpAOBa Aa ce npuemar ¢
TEYHOCT, CbC MITH De3 xpaHa. |

4.3 IIpoTHBONOKA3AHUS

- CBpBXUYBCTBUTEIIHOCT KbM AKTHBHHTE BELLECTBA WIH KbM HAKOE OT HOMOLIHWTE BELUECTBA,
HM30pocHH B TOUKa 6.1.

- CBpPBXUYYBCTBHTEHOCT KbM JAPYTH CyN(pOHAMUIHH NPOU3BOOHH (TbH KATO XHAPOXJIOPOTHA3UA
e cy/1OHAMHAHO NPOX3BOAHO).

- Bropu 1 TpeTH TpUMecTLp OT OpeMeHHOCTTa (BX. TOUKH 4.4 U 4.6).

- Xousiectaza v OOCTPYKTHBHH HAapyLUEHHS HA AJTBYHHUTE [ThTHLIA.

- Texko yepHoaApoOHO yBpexKaaHe.

- Texko 666peuHo yepexnane (kpeaTHHHHOB KnUpbHC <30 ml/min, anypus).

- PedpakTOpHa XMNOKANTHEMHUA, XHIMEPKAJILIHEMHS.

- Texxa XHNMOTOHMUA.

- Lllok (BKAOUUTENHO KAPAMOrEHEH LIOK).

- XeMooMHaAMHUHO HecTaOWIHA ChpICYHA HEAOCTATLYHOCT CEd OCThbP HHMAPKT Ha MHOKapAa.

- O6CTpYKLUMA Ha H3XOAALLMA TPAKT Ha JiABaTa KaMepa (Hamp. BUCOKOCTENEHHA a0pTHA CTEHO034).

EnnospeMeHHaTa ynotpeda Ha TonyTpHc ¢ aTHCKUPEH-ChIbPHKALLK NPOAYKTH € MPOTHBONOKA3aHA
MpH NauueHTH ¢ AMabet nnn 6u6peuno yepexnane (GFR < 60 ml/min/1,73 m?) (8. Touku 4.5 u 5.1).

4.4 Cnennainy npeiynpexieHHs H NpeaNna3snd MepKH OpH ynoTpeha

bpemeHHOCT

He tpsabea na ce 3anouea npueM Ha adrvoteHsuH Il peuenropiu OnokepH no Bpeme Ha OPEMEHHOCT.
[TanpeHTKHTE, KOHTO TUIAHWpAT OpeMeHHOCT, TPAOBa a MPEMHHAT KbM AITEPHATHRHO
AHTHXHMEPTEH3IUBHO JICHECHUE C YCTAHOBEH npodun Ha besonacHocT npy ynorpeba no Bpeme Ha
OpeMEHHOCT, OCBEH aKO €€ CHHTA, Y€ € OT 0cobeHa BAKHOCT 4a € NPOAB/DKH JICYEHHUETO C
aHrHoTeH3uH 1l peuenTopHu 6nokepu. AKO ce AKArHOCTHUHPA OPEMEHHOCT, IEYEHHETO ¢
aHrvoreH3uH 1l peuenropuu Gnokepu Tpadea HesadasHO na 6Hbae NpeyCTAHOBEHO H AKO € NMOAXOAALINO
a ObJae 3arno4yHaTo afiTepHATHBHO NeueHHe (BxK. TOUkH 4.3 H 4.6).

YepuoapobHo yepexxaaHe

TonyTtpuc He TpadBa na ce npuiara Npy NaUKHEHTH ¢ XOJECTa34a, C HITbYHH OOCTPYKTHBHH HapYlLEHHA
MY TeXKKa YepHOoApoOHa HHCYpULHeHUUS (BXK. TouKa 4.3 ), Thil KaTO NO-roIsaMaTa 4act oT
TeJIMUCApPTaH C€ ETUMHHHpA upes HuTbukarta. [Ipu Te3u nauneHTH MoXe A1a ce OYaKBa HAMAJIEH

yepHOIpoOEeH KIUPBHC HA TEIMHUCAPTAH.

OcseH ToBa, ToayTpuc Tpabea na ¢e npuiara BHUMATEHO NPU NAaLMEHTH C HapylieHa YepHoApoOHa
(YHKUHA MK nporpecupaiuc 4epHoapobHo 3abonsaeaHe, Thi KaTo B TE€3M CAyYaH MANIKH NMPOMEHHU BbB
BOJHO-EJIEKTPONUTHHA GanaHc Morar Ja JoBenar 10 YepHoapoOHa koMa. HaMa KIMHHYHM faHHH 32
M3MOI3BAHETO HA TONYTPHC MPH MaLMEHTH C YEPHOAPOOHO HApYLUEHHE.

[lony>KMBOTHET Ha aMNOAHNHH € YABDKEH H AUC cTOMHOCTH ca Mo-BUCOKH MPU NALMEHTH ¢
HapylieHa yepHoapoOHa ¢pyHkuMa. [ToBUIaBaHeTO Ha J03aTa HAa aMNOAUITHH TPSOBA J1a C€ U3BBPLIBA
C MOBULIIEHO BHHMAHHE.

HUHTecTHHANEH AHTHOENEM
3a HHTECTHHAJICH AHTHOCAEM Ce ChODLIABA ITPH MALKEHTH, TEKYBaHH C AHTHOTEH3HH 1] peue

OnokepH (BK. Touka 4.8). Tezn nauMeHTH UMaT KopeMHa 00JIKa, rageHe, noppbillaHe v A1a
CuMNTOMHTE OTLLUYMS2BAT CeA NPEeYCTaHOBABaHE Ha aHruoTeHs3uH Il peuenropuuTe G0k
IMarHOCTHUMPA HHTECTHHAJIEH aHTHOEAEM, JICUCHHETO C TEJIMHCApTaH TpsOBa aa ce npe




[a ce 3arno4yHe noaxoaaLlo HadbnogeHye 10 NbJAHOTO OTlUyMABaHC Ha CHMIITOMHUTC.

PeHOBaCKynapHa XHNEePTOHUS

KoraTo nauueHTH ¢bC CTEHO3a Ha ABeTe OBLOPEUHH aPTEPHM MITM CTEHO3a Ha apTepUaTa KbM eJHHHYEH
GyHKuroHMpai 6b0pek ca TpeTUpaHM ¢ JIEKAPCTBA, MOBJIUABALUM CHCTEMATa PeHUH-AaHTHOTEH3HH-
aNJAOCTEPOH CHLUECTBYBA MOBULLEH PHCK OT TEXKA XHIIOTOHUA K ObOpeUHa He1OCTATHYHOCT.

buOpeuHo YBpeXkaaHe M TpaHcIIaHTaUHA Ha ObOpek

Tonytpuc He TpsaOBa Ja ce npyunara nNpu MaLMEeHTH ¢ Texko ObOpeuHo yBpexkaaHe (KpeaTHHHHOB
kaupbHE < 30 ml/min) (Bxk. Touka 4.3). Hama gocTaThb4yHO JaHHK NO OTHOLUEHHE HA NPHJIOKEHHUETO

Ha TonyTpHc MpH NauKEHTH, NpeTbpnent Hackopo 6b0peyHa TpaHcnanraums. Hanvue e orpaHdyeH
onuT oT ynotpedara Ha TonyTpHC NpH NAUMEHTH C JIEKH [0 CPEeAHO TexKKH 6L0peuHn Hapywenus,
nopaau KOoEeTo ¢€ NpenopuyBa NEPHOAHUHO NMpOCcieasBaHe Ha HUBATA HA KATHH, KpEaTHHHH W NTHKOYHA
KucenuHa B cepyma. Ilpu nauueHTr ¢ HapylueHu 6bOpeuHH GyHKUHH MOXe Ja ce MOABH a30TEMMA,
CBbP3aHa C THA3WAHHTE AHYPETHUH. TenMHCapTaH He ce OTCTPaHABA OT KPbBTA Ype3 xeMopuaTpaLus
U HE ce AHaTH3Upa.

ITpoMeHHTE B NMIa3sMEeHHTE KOHLEHTPALMU Ha aMITOAHITKMH He Ca 00Bbp3aHH CbC CTEMEHTA Ha
ObOpeuHO yBpexaaHe. AMAOAUNHH HE CE AHANH3UpA.

[launeHTH ¢ XUNOBONEMHUSA W/ HIN HATPHER AEDHULIMT

CuMToMaTH4yHa XMNOTOHHKA, OCODEHO cnejl MbpBaTa 1033, MOXKe Aa ce HabMoaaea Npyu NalMEHTH ¢
TeXbK HATPHUEB ACPHLMT WNH HaMaICH 0DeM Ha UMPKYNUpalIaTa KPbB IPH MOLHA XHYPETHYHA
TepanHs, AUeTa C OrpaHHYEHO NMPUEMAHE HA COJI, AMApHA WK NOBpBLIaHe. TakuBa ChbCTOAHMA,
ocobeHo HamaneH obemM Ha UWpKYTHpallaTa KpbB W/WAK HaTpHeR aeduudr, Tpabea aa 6naar
KOpHrupaHH npeau npunoxenue Ha Tonytpuc. [1pu ynotpeda Ha xuapoxnopordazua (XXT3) ca
HabmoaasaHH U30JIMPAHH CITy4ad Ha XHIIOHATPHEMHSA, IPHAPYIKEHA C HEBPOJIOTHYHH CHMITTOMM
(raneHe, NporpecHBHa Ae30pHeHTAaLHs, anaTus).

HBoiiHo OJio0KHpaHe HA PEHHH-GHTHOTEH3HH-ANAo0CTepoHOBaTa cHeTeMa (PAAC)

Hma nannu, ye eaHoBpemeHHara ynorpeda Ha ACE unxuburopwu, aurnoreHsuH ll-peuentopHu
ONIOKEPH WIIH AJTHCKHPEH NOBHLIABA PHCKA OT XMIIOTOHHA, XHNEPKATTHEMHA 1 HaMalldBaHe Ha
OLOpeuHaTa pyHKUHA (BKtOUMTEAHO TEXKO ObOpeyHO yBpexkaaHe). [lopany ToBa He ce npenopb4Ba
nBo#HO H6nokHpaHe Ha PAAC upes komOGunupanara ynorpeba Ha ACE uHXUOUTOPH, aHrdoTeH3uH 1]-
peuenTopHH BNoKepH WK anHCKUpeH (BX. Toukd 4.5 u 5.1).

AKO ce npeLcHH, Y€ TepanHsaTa ¢ ABOHHO OnokupaHe € abconoTHo Heobxoauma, Tora TpabBa Ia
CTaBa caMo 1noj HabJIOAEHHETO Ha CCUMATHCT M NPH YECTO BHUMATETHO MOHHTOPHPAHE Ha
ObOpeuHaTa (pyHKUMA, ENEKTPOJIMTHTE U KPBBHOTO HanAraHe.

ACE unxubnropu u anruorensus l-peuenropriu 61oxepu He TpaOBa Na Ce H3NON3BAT €JHOBPEMEHHO
MPH NaLMEHTH ¢ A1MabeTHA HeQpONaTHA.

Apyru cbCTOAHHSA CHC CTUMYJIAUMA HA CUCTEMATA PEHUH-AHTHOTEH3HH-ANIOCTEPOH
I1pu nauueHTUTE, YHHTO CHAOB TOHYC M OBOpeyHa QYHKLKA ca B 3aBUCHMOCT Hail-Beue oT AeiHOCTTa

Ha peHHH-aHI MOTEH3UH-A0CTEPOHHATA CUCTEMA (HANP. MalHEHTH C TEXKKA 3aCTOHHA ChbpAe4Ha
HEJOCTATbYHOCT MJIH OCHOBHO OBOpeUHO 3ab0/aBaHe, BKNOYHTEIHO CTEHO3a HA OB0peunuTe
aAPTEPHH), JIEUEHHETO C JIEKAPCTBEHH NMPOAYKTH, NOBNTUABALLM Ta3H CUCTEMA, CE CBBP3Ba C OCTPa
XUMOTOHHUA, XHITEPA3OTEMUA, OIUIYPHUS, HITH PAIAKO ¢ ocTpa Ob0peuHa HeJOCTATHYHOCT (BXK. TOUKA

4.8).

n'prH'-leH ANnnoCTCPOHUIBM
[TailpeHTH C HBPBHUYCH AJIAOCTCPOHHIBM MO MMPHUHLIMIT HAMA 4 p€arMpart Ha aHTUXHHNCPTCH3HBHH

JIEKapCTBEHH NPOAYKTH, AeHCTBALIU Ype3 UHXHOHpaHe Ha CUCTEMATA PeHHH-aHrHOTEeH3HH. [1o
TOBa, ynorpedara Ha TonyTpuc He ce npenopbysa.

CTeHo3a Ha a0PTHATA ¥ MUTPAJIHATA KJ1ana, oOCTPYKTHRHA XMNEPTPOoPHYHA KapIHOMHUONA



KakTo npu apyrure Ba3oaniaTaTopy, CHEUHANHO BHHMAHHE € HEOOX0AMMO NPHU NAUHEHTH, CTPaJaLLM
OT a0pPTHA WK MHTPAIHA CTEHO3a UM OOCTPYKTHBHA XHNMEPTPOPHUYHA KAPAHOMUOMATHS.

MeraGonuTHu M eHJOKpHHHHU edekTH
JIeUeHHETO ¢ THA3WAW MOXKE 1A HAPYLUM MIIOKO3HUA TONEPAHC, MOPAdW TOBA, MPH NALMEHTH ¢ Auaber,

NIEKYBAHHU C MHCYNHH WAH aHTHAKAOETHH NeKapCTBEHH NPOAYKTH M Tepanus ¢ TEJIMHCAPTaH, MOXeE Aa
HacTHNH XHUNOIIMKEMHUA. 3aTOBA, MPH TE3H NALHEHTH TpAOBA Aa ce 0OMMCIH CHOTBETHO
npocieasBaHe Ha KPbBHATA 3aXap H MOXKe Aa C€ HANOXKKM KOPHIrHpaHe Ha 103aTa Ha MHCY/IMHA WIN
aHTHAKaOeTHUTE NeKapcTBa, koraTo € nokasaHo. 1o BpeMe Ha TepanusaTa ¢ THA3WOW MOXeE Aa ce
NPOSBY JIATEHTEH 3axapeH auaber.

JleueHHETO ¢ THA3HOHH JHYPETHLIM CE CBbP3Ba C MOBHLIABAHE HA HUBATA HA XOJECTEPON H
TpurnHuepHaH. Obave, npu 103a OT 12,5 mg THa3uaeH JHypeTUK, Chabpxaiua ce B ToayTpuc, Tesun
eexTH ca MMHHUMAJIHH HJIH TUncBaT. [IpH HAKOW NaLMeHTH HAa THA3HAHA TEPANHA MOXKE Ja CE pa3BHe
XHINEPYPHKEMHSA HIIH KIMHHYHO MaHH(ECTHpaHa Noaarpa.

EnexrponuteH aucbananc

KakTo npu BCHYKH NALMEHTH HA JWYPETHYHA TEPAMHS € HEOGXOAUMO Ha OTIpeIeNIeHH HHTEPBANH Aa
C€ npoBexaa NEPHOAUYHO NpocneaAsBaHe HA HUBATa Ha EIEKTPOJIMTHTE B CEpyMa.

TuasuauTe, BKIIOYHTENHO XHAPOXIOPOTHA3KUA, MOTaT Aa NOBEAAT A0 BORHO-EJ1EKTPONHTEH AucHanaHc
(BKJIIOUHMTETHO XHITOKANHEMHA, XHITOHATPHEMHSA H XHIOXJIOpEeMHYHA ankano3a). [Ipeaynpeautennure
NPH3HALIK 32 BOQHO-ENIEKTPOIMTEH JUCOanaHe ca: CyXoTa B YCTaTa, XKakKaa, ACTEHHUA, CbHJIMBOCT,
3amaiiatie, 0e3n0KOHCTBO, 60K B MyCKYAHTE HIIH MYCKY/IHH KPaMIu, MycKYJiHa cnabocT,
XHMOTOHHA, OUTYPHUA, TAXHKAPJHA W CTOMAWIHO-YPEBHH CMYLLEHHS KaTO raJicHe WK NOBpblIaHe
(BX. TOuKa 4.8).

- XHNOKANHEMHS

Burnpeku ue, npu ynorpebara Ha THaA3HAHK QHYPETHLH MOXE A Ce Pa3BHE XHNOKATHEMHS,
€AHOBPECMEHHOTO JICYCHHE ¢ TeIMUCAPTaH MOXKE J1a peayuxpa Npearn3BUKAHATaA OT JUYPETHLIUTE
XMNOKAIHEMHA. PHCKBT OT pa3BUTHE HA XHNOKANTHEMHSA € NO-TONAM NPH NALHEHTH ¢ YepHoApoHHa
UHPO32, NPH MaLHEHTH CbC 3aCHJIEHA AHYPE3a, PH NALMEHTH, KOHTO NOEMAT HEANEKBATHO
KOJIHY4ECTBO €JIEKTPOJIHTH NIPE3 YCTATa U NPH NALMEHTH, KOUTO €HOBPEMEHHO C€ JIEKYBAT ¢
KOPTHKOCTEPOHAH WIH aapeHokopTUKoTponeH xopmMoH (ACTH) (Bx. Touka 4.5).

- XHnepkanuemus

B npoTuBononoAkHUa ciryyal MOXKE 11a ¢ CTHIHE 20 XMNEPKaIHEMHS, b/DKALLA Ce HA AaHTArOHW3MA
Ha TeMUCapTaH (KOMNOHEHT Ha TonyTpuc) kum anrvorensuH Il (AT1) peuenropure. Makap ue,
Aocera He € 0TOeNA3aHO HANHYHE Ha KIHHHYHO 3HaYHMAa XHIIEPKAJIMEMHS 1O BPEME HA NEYEHHE C
TonyTpuc, puckoBuTe GakTOPH 3a pa3BUTHETO M BKIHOYBAT 6BLOpEUHa HEAOCTAaTLYHOCT /UK
ChpAeyHa HEAOCTATHLUHOCT H 3aXapeH nuader. Kanui-cbxpaHABaIHTE AHYPETHLH, KANHEBUTE
A00aBKH WM 3AMECTUTENUTE HA CONTA, ChABPAKALLH Kandii Tpa6Ba 1a GbAaT BHUMATENHO IPHIAraHH
Mo Bpeme Ha jeucHHe ¢ Tonyrpuc (BX. Touka 4.5).

- XHMOXNOpEMHYHA ankanosa
XJIOpHUAT NePHLUHT OOMKHOBEHO € JIEK U He Haara AOMBJIHHTEIHO TEYEHHE.

- XHnepKalueMus

TwnazuanrTe MOrar 1a HaMaJIAT K3THYBAHETO Ha KaILMi ¢ ypHHATA W Aa A0BENAT A0 NPEXOIHH U JIEKH
YBEJIHYEHHA HA CEPYMHMSA KalILHHA NPH TUICa Ha YCTAHOBEHU HAPYILIEHHS B KAJILMEBHE METabOIUIBLM.
3HauMTENHATA XUTIEPKANILIMEMHS MOXKE 14 € JOKA3ATECTBO 3a CKPHT XunepnapatipeouaussM. [penn
Aa ce NpoBeae U3C/IeIBaHEe Ha napaTHpoHIHHTE GyHKUMH TpSOBa A1a ce MpeKkpaTy NpHeMa Ha THa3HAM.

- XHnoMarHesneMma
ThasnauTe yBenuuaBar oTACASHETO HA MarHe3uii ¢ YpUHATA, KOSTO MOJKE 1a JOBEAE N0
XHUMOMarHe3dueMHs (Bx. Touka 4.5).




ETHHMeCKH pa3iHurs

Kakro e HabntonasaHo npu apyrute aHrnoteHsuH 1l peuenropHu 6n1okepH, TeaMHCapTaH € NO-MaIKO
e(peKTHBEH 3a NOHW)KABaHE Ha KPbBHOTO HaNAraHe NpH XOpa OT YepHaTa paca, OTKOJIKOTO MpH
ApYryTe pacu, BEPOATHO MOPAAH NO-YECTO OTHETEHOTO HUCKO HUBO HA PEHHUH B NMOMYNaLUHMATA Ha
XMIEPTOHMLUH OT YEPHATAa paca.

HcxemyuHa BONECT HA CHPLETO
KakTo npu apyry aHTUXHIIEPTEH3UBHH areHTH, MPEKOMEPHOTO NOHH)KEHHE HA KPBBHOTO Ha/IAraHEe
NPH AALHEHTH C HCXEMHYHA KAPAHOMHONATHA MW UCXEMHYHO CHPJESYHOCHAOBO 3a00aaBaHe MOXKE A2

ooBefe A0 HHGPAPKT HAa MHOKapAa HIIH HHCYJIT.

Qo1
[1pn nauuveHTH cbc HAK Be3 aHaMHE3a 3a aneprua Wan 6poHxHanHa acTMa Moxe a ce Habnroaasar

PE€aKLIHH HA CBPbXYYBCTBHTEIHOCT KbM XHAPOXNOPOTHA3KI, HO Ca MO-BEPOATHH NPH NALUEHTH C
Takasa aHaMHe3a. HMiMa cbobuieHusd 3a 060CcTpsaHE HIH aKTHBUPAHE HA CUCTEMEH JIYNYC €pPUTEMATO3YC
MPH NALUEHTH, NEKYBaHH C THA3UAHH JUYPETHLIH, BKIIFOYHTENHO XHAPOXIOPOTHA3HA.

FiMa c1poOLieHHs 3a peakiiii Ha GOTOUYBCTBHTENHOCT NpU ynotpebara Ha THA3UAHH IHYPETHLH (BXK.
Touvka 4.8). [Ipenopbusa ce npexpaTaABaHe HA TEpPaNMUATA, aKO C€ NOABH PeaKLHg Ha
(GOTOUYBCTBHTETHOCT B NIEPHOAA HA ledyeHre. AKO Ce CYHTA 3a HeoOXOAHMO OTHOBO BKJIIOYBAHE Ha
NHUYPETHK, CE€ NPENOPBHUBA NPEANA3BAHE HA 30HUTE, KOHTO CE H3NAraT Ha CIIbHLUE WIH HA U3KYCTBEHH
UVA nbumu.

XOpOHIANEH U3IHB, OCTPa MHOMNKWA H BTOPHYHA 3aKPUTOBIbIIHA [JIAYKOMA
CyndosamuanTe WM iekapcTsaTa, NPOH3BOAHH Ha CyN(OHAMHAKTE, MOraT Ja NPeAH3BUKAT

HAHOCHHKpaTHYHA peaKLiHA, BOACLUA 10 XOPOHIANECH H3/IHB C Ae(EKT Ha 3PHTEIHOTO NONE, NPEXOAHA
MHOMHA H OCTpa 3aKPHTOBIbJIHA IIayKOMa. CHMIITOMHTE BKJIIOYBAT B HAYANIOTO OCTPO MNOHWXKEHHE Ha
3PHTENHATA OCTPOTA HIH O4HHA D0NKa, H ODMKHOBEHO ce NMOABSBAT B PAMKHTE HA HacOBE /10 CEAMMUH
OT HAYa0TO Ha NeuyeHUeTo. HenekyBanara ocTpa 3aKpUTOBLIMLIIHA IJIayKOoMa MOJXKe 1a JoBeae 10
nepmMaHeHTHa 3aryba Ha 3peHueTo. [IbpBOHAYANHOTO NeUeHHe € 1a ce NIPEeKPaTH MPHEMBT Ha
JICKAPCTBECHHA MPOIYKT, KOJIKOTO C€ MOXKe N0-01bp30. AKO HE C€ MOCTHTHE KOHTPOJ1 BbPXY
BBTPEOYHOTO HaJIAraHe TpAOGBa Aa ce UMAT NpEABH CBOCBPEMEHHO MEAULIMHCKO HITH XHPYPrHUHO
neuvexue. PuckoBuTe GpakTopu 3a pasBUTHE HA OCTPA 3aKPHTOBI'HIHA MMTAYKOMa MOTaT f1a BKJIIOUYBAT
aHaMHe3a 3a CyJIPOHAMHOHA HNH NEHNLWIHHOBA aneprd.

HeMenaHoMeH pak Ha KoXara
B nBe enuMaeMHONOrH4HH NPOyUBaHHA, OCHOBABALLM C€ HA JATCKUA HALMOHAIEH PAKOB PErHCTHP, €

HabnioAaBaH NOBHULIEH PHCK OT HeMeNaHOMEH pak Ha koxata (HMPK) [6azanHokieThUeH KapuuHOM
(bKK) u ckBamosHoxnerrueH kapuunoM (CKK)] npu HapacTBaiia eKcrno3uuidsa Ha KyMy/1aTHBHA 1034
xuapoxsiopotHazua (XXT3) (Bx. Touka 4.8). ®oroceHcudbunusupauure edexrn Ha XXT3 Morar aa
Ne#CTBAT KAaTO BEPOATEH MEXaHHM3bM 3a pasBuTHe Ha HMPK.

[TaumenTHTe, npuemawd XXT3, Tpabea aa 6vaaT HHGopMHupaHu 3a pucka ot HMPK u cbBerBaum
peIOBHO Ja MPOBEPABAT KOXKATa CH 32 HOBH JIE3HH W He3abaBHO aa cbOOLWaBaT NMpH MNOABA Ha
MOAO3PHTENHH KOKHH Je3HH. Ha naunentute Tpabpa aa ce npenopbyaT Bb3MOXKHH NPEeBaHTHBHH
MEPKH, KATO OrpaHHYEHO HU31araHe Ha C'IbHYEBA CBET/IMHA M YJITPABHOJIETOBH bYH, a B CIy4ai Ha
EKCNO3HUMA, MOIXOAALIA 3aLHTa, 32 Ja ¢e CBeAe A0 MHHHUMYM PHUCKDBT OT PaK Ha KOXAarTa.
[Toao3puTenHHUTE KOXKHH JIe3uH TpAOBa Aa ObaaT NoanoXKeHN Ha He3abaBHO HU3CeABaHeE,
NMOTEHLUHATHO BKJIIOYBALIO XHCTOJMOTUYHHI U3CNeABaHu Ha Buoncuynu matepranu. [pepasrinexnane
Ha ynotpebata Ha XXT3 Moxe 1a ce Hanoxu W NpU NaLHeHTH, KOUTO ca uManu npeaxogeH HMPK
(BK. ChLUO TOUKA 4.8).

OcTpa pecnypaTopHa TOKCUYHOCT
Cnen npueM Ha XHAPOXNOPOTHA3MA ce CHOOLABAT MHOIO PEAKH TEXKKH CIyYal Ha OCTpa




GenoapobHara GpyHkums v xunotonus. Ipu cumHenue 3a OPZIC TpaGea na 6bae cnpsH NpHEMDbT Ha
TonyTpHc 1 a ce NPUNOXKH NOAXOAALLO NeucHHe. XHAPOXIIOPOTHA3UA He TpaGBa Na ce NpHiara np
NalMeHTH, KOMTO Npeau ToBa ca noayyasanu OPJIC cnea npuem Ha XHAPOXIOpOTHAZHLL,

ITauHeHTH ¢hC CHLPACYHA HEAOCTATHLYHOCT

[TauueHTHTE CHC CHPACUHA HEAOCTATBYHOCT TPAGBA Aa ce NeKyBaT BuMMaTenHo. [To Bpeme Ha eqHO
MPOABIKHTENHO, MNIaUe00 KOHTPOIHPAHO KIHHHYHO W3MHTBAHE NPH MaLMEHTH C TEXKA ChPAEUHA
HepoctaTb4HOCT (NYHA crenen II1 1 1V), ce crhobluaea 3a no-eucoka uecrora Ha 6enoapobeH oTok B
FpymnarTa, I€KyBaHa ¢ amJIOAMIHH, B CPaBHEHHE C rpynara ¢ rauedo. bnokepure Ha kanuuesure
KaHa/IH, BIUTIOUHTENHO aMIOAUNUH, TPA0Ba Na ce€ H3NOA3BaT C MOBHLUIEHO BHUMAHHE NPH NALMEHTH
ChC 3aCTOHHA CHPACYHA HEOCTATHYHOCT, Thil KATO T€ MOTaT A4 YBE/MYAT PHCKA OT ObJetiu
CBPACYHOCHAOBH HHUUIOEHTH H CMBPT.

JlaKro3a u HaTpuUH
To3u nekapcTBEH NPOOYKT ChABLPAKA J1aKTo34a. [lalueHTH ¢ peaAKH HACIEACTBEHH NpobaeMH Ha
HENOHOCHMOCT KbM raflakTo3a, TLJEH J1aKTa3eH ASDHLHT HIIH MIIF0K030-ralakTo3Ha manadbcopbuua He

TpOBa /1a NpYEMAT TO3H IEKapCTBEH MPOAYKT.

To3u nexapcTseH NpoAyKT chAbpka No-Maiko oT 1 mmol HaTpuii (23 mg) Ha TabneTka, T.e. MOXe Ja
C€ KaKE, Y€ NMPAKTHYECKHU HE ChABPHKA HATPHA.

4.5 B3aumoneiicTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYra GOpMH Ha B3AHMOACHCTBHRE
Cevpianu c meamucapman u xuopoxiopomuasud

Jintwii

[lo BpeMe Ha eHOBPEMEHHO NMPUIOKEHHE HA THTHIT ¢ HHXMOUTOPH HA AHTHOTEH3HA KOHBEPTHDALIHA
€H3KM ca HaboAaBaHu OOPaTHMM NOBHIIEHHA HA CEPYMHHUTE JIMTHEBH KOHLEHTPALIMK H NPOABH Ha
TOKCHYHOCT. CHOOLIABAHH Ca PEAKH Cltyuau H ¢ aHrnoteHsuH 11 peuenrophu 61okepH (BKITIOUMTETHO
Tonytpuc). EanospemenHoTo npunarane Ha auTwii u TonyTpuc He ce npenopbusa (Bx. Touka 4.4).
AKO Ta3zn KOMOHHALHMA € OT CBILECTBEHO 3HaYEHHE, Ce NMPENOPbUBA BHUMATEIHO NPOC/eAsBaHe Ha
CCPYMHHUTE NTHTHEBH HUBA MO BPEME HA €HOBPEMEHHO NPHIIOKEHHE.

JlekapcTBEHM NPOAYKTH, KOMTO BOJAT 10 3aryba Ha kanuii U xunokanuemmns (HanpHMep Apyra
KaJIHypCTHYHH OHYPETHLM, NaKcaTHBH, kopTHKkocTeponan, ACTH, amporepanun, kapSeHOKCONOH,

NEHHIWTHH G HaTpHid, CATMLIIOBA KHCENHHA H MPOU3BOHHUTE H).

AKO Te3d BEIIECTBA TPAOBA Aa Ce NPHEMAT €JHOBPEMEHHO C KOMOHHALMATA TEIMHCAPTAH —
XHAPOXNOPOTHA3KI, CE MPENOPBYBA NPOC/EIBaHE HA KaJIHEBHTE HHBA B ry1azMara. Tesu
NIEKAPCTBEHH NPOJYKTH MOXKeE 1a NOTEHLHMPAT ePeKTHTE Ha XHAPOXIOPOTHA3H BEPXY CEPYMHHS
Kanuii (BXK. TouKa 4.4).

Hoaupanu KOHTPAacTHH NPOAYKTH
Ipu nexuaparauus BCIEACTBHE HA TPHEMA Ha MY PETHLIM ChLUECTBYBA MOBKILIEH PHCK OT OCTpa

byHKIMOHANTHA OBOpeUHa HEAOCTATEYHOCT, 0cOGEHO NpH ynoTpeda Ha BUCOKH 03H HOMUpPaHH
KOHTpaCTHH NpoayKTH. Heobxonnma ¢ pexuaparaims npeau npuiokeHue Ha HOIMPaH MPOAYKT.

JIEKAPCTBEHM i1 KTH, KOMTO [TOBHIUABRAT KATMEBUTE HHBA WIH H HpaT XUNepKanuemMus
(Hanpumep ACE unxuburopu, kanuii-chXpaHsaBawu JHypeTHLH, KATHEBH 106aBKH, CONEBH
3aMECTHTE.TH, CbABPKALIHN KANHH, UHKIOCTIOPHH WIH JAPYTH NEKapCTBEHH MPOXYKTH KATO XEMapHH
HaTpHH).

AKO T€3M JIEKapCTBEHH MPOIYKTH ca NpPeANHCaHH 3a ynotpeda eqHOBpeMEeHHO ¢ KOMOHHALMSATA
TEJIMHCAPTaH — XHAPOXJIOPOTHA3H/, NPENOPbHBA & MOHUTOPHPAHE HA KAIMEBHTE IUTa3MEHH H
Bb3 ocHOBa Ha ONKTA C U3MOA3BAHETO HA APYTH NEKAPCTBEHH MPOAYKTH, HAMAIABALLM AEiiC
CUCTEMATa PEHUH-AHTHOTEH3UH, CHITBTCTBALLOTO NPHIOKEHUE HA TOPECTIOMEHATHTE JIEKa
OPOAYKTH MOXKE a A0BENE A0 MOBHILIABAHE HA CEPYMHMA KaHii U NO Ta3M NPHYHHA HE C
npenopbyBa (BX. Touka 4.4).




JleKapCcTBEHHW NPOAYKTH, KOHTO C€ MOBJIWABAT OT HAPYINEHUA B CEPYMHUSA KANKN

[Tpenopbuea ce nepMoaAHYHO MpocieasBaHe Ha HUBaTa HAa cepymuna kanui U EKI koraro TonyTpuc

CE npHJara eQHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOUTO CE€ NMOBAHABRAT OT NPOMEHH B CEPYMHHUS

Kanyiid (HanpuMep AUTHTAIHCOBH MMHKO3UAK, AHTHAPUTMHUYHHU) H CEAHHTE EKAPCTBEHH NPOAYKTH,

npeau3BUKBally torsades de pointes (BKIHOUYBAIUM HAKOHW AHTHAPUTMHYHHU ), KATO XHITOKAJTHEMHATA €

npeapasnonaraul $akrop 3a forsades de pointes:

-  knac la aHTHaApUTMHYHHU (HANPHUMEP XHHHMANH, XUAPOXUHUAUH, JH3ONHPAMHI)

- knac Ill avTuapyuTMuuHKM (HaNpUMep aMUOJapOH, COTaNoN, JodeTUnrna, HOyTHIHA)

- HSKOU AHTHMCUXOTHLM {HANMPHMEP THOPHUAAZHH, X1OPNPOMA3HH, TIEBOMENPOMA3HH,
TpU(IyonepasuH, UHaMEMa3HH, CYANMHUPHA, CYATONPUA, AMUCYINPUA, THANPHUA, MHMO3M],
Xanonepuaon, Aponepuaos)

- apyru: (Hampumep Gerpuann, uMsanpui, AMGeMaHui, epuTpoMHUHH 1V, xanodaHTpuH,
MH30/IaCTHH, NEHTAMKAKH, Cnap@oKcauyH, TepdeHaauH, BUHKaMuH V).

JIMruTanuCOBH FMUKO3HAN
[IpeaussrkaHaTa oT THA3HAH XHMOKATHEMHSA HIIH XHNOMarHe3ueMHs OJ1aronpUaTCTBa Bb3HHKBAHETO

Ha NMpeAu3BUKaHa OT JUTHTAIUC apHTMHUA (BX. TOUukKa 4.4).

JIMroKCHH

Korato TenMucapTaH c€ npujara eJHOBPEMEHHO ¢ AMIrOKCHH ¢e¢ Hal/ioaaBa NoBHiLaBaHE HA
MeJIHaHaTa Ha MHKOBATA TUIa3MeHa KOHUEHTpauna Ha AMrokcuH (49 %) 1 Hal-HICKaTa 1nj1asMeHa
koHueHTpauus (20 %) Ha gurokcuH. KoraTto ce 3ano4sa, KOpUrupa ce 103aTa MM ce [peKpaTapa
TeIMHUCApTaH, TpA0Ba Aa ce HaboAaBaT HMBATA HA JUIOKCHH, 3a Aa C€ NOAABLPkKAT B TEPANECBTHUHHA

MHTEpBAJl.

Jpyru aHTUXMNEPTEH3IHBHH JIEKADCTBEHH NPOOYKTH
TenmucapTan MOXe Aa NOBHILH XHITOTEH3HBHHA €(EKT HA APYrd aHTUXHIIEPTEH3WBHH CPEICTBA.

JaHHKW OT KNMHHYHH POYYBAaHHA MTOKA3BaT, Y€ ABOHHOTO OI0OKHpaHE HA CUCTEMATA PEHMKH -
aHruoTeH3uH angocrepoH (PAAC) upes komOnBHpanara ynorpeda Ha ACE HEXHOMTOPH,
aHruoTeH3MH Il-peuentopHu O10KEPH UK ATUCKHPEH CE CBBP3BA C NMO-BUCOKA YECTOTA HA HEXETaHH
CHOUTHA, KATO HAMPHMED XHNOTOHHA, XHIEpKATHEMHA H HaMansBaHe Ha ObOpeuHaTa PyHKLMA
(BKJIIOHUHTETHO TEKKO ObOpeUHHO yBpekKaHe), B CpaBHEHHE C ynoTpedaTa caMO Ha €AHO CPEACTBO,
nercreamo BepXxy PAAC (Bx. Touku 4.3,4.4 u 5.1).

[IpotnBoanabeTHH 1eKAPCTBEHU NMPOAYKTH (MEPOPATHH M UHCYJIHH)
Moxe na ce HAUTOXKHK KOPUrtpaHe Ha J03UTE HA NPOTUBOAHAOETHHTE JICKAPCTBEHH NPOIYKTH (BX.

To4ka 4.4).

MetpopMuH

Tpabsa aa ce “3NOA3Ba NPeANa3IMBO NOPAAH PUCK OT JIAKTATHA alM03a HHAYLHPAaHa OT Bb3MOXKHA
¢byHKIHOHANHA OBOpeuHa He1OCTATEYHOCT, CBbP3aHA C XHAPOXIOPOTHA3HA,

KonectupaMHH ¥ KOJIECTHNONOBHA CMO.H
[Ipy HanuuHe Ha aHHOHHO-OOMEHHH CMOMNH, abcopbLHATa Ha XHAPOXIOPOTHA3KA C€ HAPYILIABA.

Hecteponanu npomusossinannrenum cpeacrsa (HCIIBC)
HCIIBC (1.e. aueruacanvunioBa KHCEJIHHA B IPOTHBOBB3NANUTENHH 1034, COX-2-HHXKOHTOPHU, K
HecenekTusH HCIIBC) Morar aa HaMansaT aAMypeTudHus, HaTPHYPETHYHHA H aHTHXHUNEPTEH3UBHUA
edexT Ha THAZUAHKTE AHYPETULIH W aHTHOTEH3HH ] peuenTopumTe Bn0KEpH.

[Tpu HskOH MaLIMEHTH C HapylieHa ObOpeuna GyHKUMA (HAMpP. MALUEHTH ¢ ASXUAPATALMA HITH
NAaLMEHTH B CTapyecKa Bb3pacT ¢ HapyLwieHa 6uOpeuHa pyHKUMA), €AHOBPEMEHHOTO NpUJIar

aHruoreHsuH Il peuenTopHu 610KepU M NEKAPCTBEHH CPEACTBA, KOHTO HHXHOMPAT LMKJIIO- S/ | NS
OKCHMIeHa3aTa, MOXKE [a MMa KaTo pe3yJTar NO-HAaTaTbIUHO BlowWAaBaHe Ha ObOpeyHara ¢y &3 %@‘ N “,
BKJIFOYMUTENHO Bb3MOXKHA ocTpa OLOpeuHa HeQOCTaTBYHOCT, KOATO OOMKHOBEHO € 0bpaTH AL ﬁ”*ﬁ;ﬂ) &
LA W | L .
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KOMOHHaLHsATa TpAOBa Aa ObAe npuiaraHa c NOBHLIEHO BHUMAHHE, OCOOEHO NPH NaLMEHTH B
crapuyecka Bb3pacTt. [launerHrure Tpadea aa ObaaT agekBaTHO XUAPATHPAHH, KATO NOA BHHMAHHUE
TpaOBa na ce B3eMe U npocneaaBaHeTo Ha 6bOpeuHaTa ¢pyHKLUMA el 3arnoyBaHe Ha ChITLTCTBALLATA

TEpanus U MEPHOLHYHO CNea TOBA.

B enHo npoytsaHe € IHOBPEMEHHOTO NpHarane Ha TeJIMHCAPTaH U PAMUNPHII € JOBENO A0 NOKAYBAHE
Ha AUCo.24 1 Cmax Ha pamHnpwt ¥ pamunpunar ao 2,5 nbtd. KnHHWYHATa 3HAYMMOCT Ha TOBA
HabNl0leHHE HE € U3BECTHA.

[Ipecopuu amHBu (HanpHMep HOPAJAPEHATHH)
EdekThT Ha npecopHUTE aMHHH MOXKe 1a C& HAMAalH.

Henenonsapuzupaliiy MuopenakcanTu (Hanpumep Ty6okypapHuH)
XHIPOXJIOPOTHAIHA MOXE Ja NOTEHUMpa ePeKTa Ha HEASNONAPH3IHPAIIIUTE MUOPENAKCAHTH.

JleKapCTBEHH NPOOYKTH H3MOJ3BAHM 3a JICYEHHE HA nojarpa (HanpuMmep NpoSeHULA,
Cy/IGUHNMPA30H W ATOIMYPUHON )

Moxe 12 ce HANOXKH KOPMIrHpaHe Ha 103aTa Ha yPHKO3YPHUHHTE NEKAPCTBEHH NPOAYKTH, Thit KaTo
XHAPOXJIOPOTHA3H/ MOXKE 1A YBEJIHYH CEpPYMHHTE HUBA HA NIMKOYHATA KHCeTHHA. MoXe aa ce HaloxXKu
MOBHUIIABAHE HA TO3WTE Ha NPOOECHUUHA WK cyndHHNMHpa3oH. EaHoBpeMeHHOTO npHemMane Ha
THA3HOU MOKE 2 MOBHUIUM YE€CTOTATA HA PCAKLIHMTE Ha CBPbXHYBCTBHTENHOCT KbM AJIOMYPHHON.

Kanuuesu conu

Trnasnanure QHypeTHLM MOXKE Ja NOBHILIAT CEPYMHHTE HHBA HA KANLHil, KOETO Ce Ab/KK Ha
NOHHKEHATa My €KCKpeLua. Ako TpAOBa a ce NpeAnyiuaT KajliueBd N0GABKH HITH IEKAPCTBEHH
NPOOYKTH, 3aabpXKalll¥ KANlUHH B OpraHu3ma (HanpyuMep Tepanya ¢ BUTaMHH D), e HeobxoauMo aa ce
npocjieasBaT CepyMHHTE HHBA Ha KaJILlHA H ChOTBETHO [1a CE KOPHMrydpa Ao3ara.

beta-OnokepH W AHA30KCH

THaszuAHTE MOXKE Aa NOBHLIAT XUIIEPrIIHKEMHYHHTE eeKTH Ha OeTa-GnokepHTe W AHA3OKCHAA.

AHTHXONHHEPrHYHHTE IEKADCTBEHH NPOAYKTH { HATIPUMEP aTPONUH, SunepHaeH) MOXe 1a NOBHULIAT
OHOHANTMYHOCTTA Ha THA3HAHHTE QHYPETHLHM Ype3 NOHHWKaBaHe HA CTOMALHO-YPEBHUA MOTHIIHTET U
YECTOTATA HA U3MPA3BAHE HA CTOMAXa.

AMaHTHAHH
TuasuauTe MOXKe 1a YBETHYAT pUCKa OT HexXeNaHH ePeKTH, IPUYKHEHHU OT AMAHTH/UH.

LIMTOTOKCHYHH NEKAPCTBEHH NPOAYKTH (HanpuMep unkinodochaMui, MeToTpeKcar)
TrasuanTe MOXe a HaManaT ObOpeyHaTa eKCKpeLMs HA LMTOTOKCHYHHTE JIEKAPCTBEHH MPOLYKTH H

Aa MOTEHUMPAT MHEJIOCYTIpeCUpaLUUa UM e(eKT.

B3 ocHoBa Ha (apMaKOOTHYHHTE UM CBOMCTBA € BB3MOXKHO /1a CE OUAKBA, Y€ CIICHHTE
JIEKapCTBEHH NMPOJYKTH MOTAT Jia MOBUILAT XHMOTEH3UBHUA €PEKT Ha BCUYKH AHTHXUIEPTEHIUBHH
CpeICTBa, BKIIOYHTENHO TenMucapTaH: HaknodeH, aMudoCcTHH.

Chu10 Taka, OpTOCTATHYHATA XHIIOTOHHA Moxce Ja Obe 3acuiieHa OT ankoxoJ, 6apOHTypaTH,
HAPKOTHYHU BeLUEeCTBA WIH aHTHAETIPECAHTH.

Cevpzanu c amaoounun

Edexry Ha ApyrUTe IEKAPCTBEHH NPOAYKTH BbPXY aMJIOAUIHH

Huxubumopu na CYP3A4: EnnospemennaTa ynotpeba Ha aMIOIUIIMH C MOLUHH HITH YMEPEH
CYP3A4 nuxuburopu (nporeasHH HHXUOHTOPH, a30/I0BH AHTHMHKOTHLIM, MAKPOJIMAHN KATO




YBCTHUYECHHE HA CKCMTO3UUHATA HA aMJIOAUNTHH, HMALLD 34 PC3YJITAT NOBHLICH PHCK OT XHITIOTOHHA.
KIHHUYHUTE nposBH Ha TC3H Cl)ﬂpMﬂKDI{HHeTH‘-IHH NpOMECHH MOraT Aa Obaart NO-H3pa3CHH [IPH
NauHCHTH B CTap4C€CKa Bb3pacT. Moxke na ce HATOXKH KNTHHHUYHO HaOnaeHHe U KOPHI'HpPdHE Ha

403arTa.

Huoyxmopu na CYP3A4: [lpu eAHOBpEMEHHO NPHICHEHHE HA U3BECTHH MHAYKTOPUH Ha CYP3 A4
nnasMeHaTa KOHUSHTpaLHA Ha aMIOJUNHH MOXE aa Bapupa. Ilopanu Toa KpLBHOTO HalisraHe TpAabBa
fia ce nNpocieanBa U Aa ce 0OMHUCIH aJanTHpaHe Ha J03aTa KakTo Mo BpeMe, Taka U cliel
€IHOBPEMEHEH npHeM, ocobeHo cbe cunun CYP3A4 unayxropu (Hanp. pudaMnuuuH, sbiar
kaHTapuoH (Hypericum perforatum)).

[TprnoxeHHETO Ha aMIIOOHIIHH C rpelNGpPYT WIH COK OT rpeHndpyT He ce NpenopbYBa, Thid KATO NpH
HAKOH NauMeHTH OMOHAIIHYHOCTTA MOXE /a Ce YBEJIHYH, KOeTO Ja Aosele O0 3acHiBaHe Ha edexTa 3a

([IOHHXXaBaHE Ha KPLBHOTO HAJIATaHC,

Lanmponen (unpyzua): Ilpu KuBOTHH ca Hab1KOAABAHH CMBPTOHOCHO KAMEPHO MBXKIEHE H
CbpAEYHOCHAOB KOJIANC BbB BPb3Ka C XHNEPKATHEMHUA [TPH NPHJIOKEHHE Ha BepanaMHl U
KHTPaBEHO3EH AaHTponeH. [Topaau pUCK OT pa3BHTHE Ha XHNEPKATHEMMUA, Ce MpenopbUBa Aa ce
n304rea € AHOBPEMEHHOTO MPHJIOKEHHE HA KATLIMEBH AHTArOHUCTH, KATO aMJIOAMNHYH NIPH NALMEHTH,
peapa3noiokKEHH KbM JIOKAYECTBEHA XMIIEPTEPMHA H MPH NPEANPHEMAHE HA MEPKH CPELLLY
3IOKa4YeCTBEHATa XUIIEPTEPMUA.

E¢exkTu Ha aMnONUNHH BEPXY APYFUTE EKAPCTBEHH NMPOAYKTH

[MoHmxaBamUAT KPHBHOTO HanAraHe €(PEeKT HA AMNOAUNUH C€ KYMYJiIUpa KbM MOHKWKABALLHA
KPBBHOTO HanaraHe edexr Ha OpyruTe JeKapCTBEHH NPOAYKTH ¢ aHTHXHITHPTEH3UBHH CBOHCTBA.

Taxpoaumyc: ChliecTBYBa PUCK OT NMOBHIUABAHE HA KPLBHUTE HUBA HA TAKPOJIMMYC, KOraTo ce
npunara eIHOBPEMEHHO C aMJIOAUIKH, HO (PapMaKOKHHETHYHHA MEXaHM3bM HA TOBA B3aUMOACHCTBHE
HE € HAMbAHO U3ACHEH. 3a Aa ce u3berHe TOKCUYHOCT HA TAKPOIUMYC, MPUITOKEHUETO H2 aMNOAHITHH
MpPH NALHEHT, IEKYBaH ¢ TAKPOJMUMYC, H3HCKBA KOHTPOJ HA KPBBHUTE HHBAa HA TAKPOJIUMYC H
KOPEKUHMA Ha N03aTa Ha TAKPONMMYC, KOraTo € HEOOX0AHMO.

Knapumpomuyun: KnapuTpoMHUHH € HHXHOUTOP Ha CYP3A4. ChliecTByBa NOBHUILEH PUCK OT
XHITOTOHHA TIPH NMALMEHTH, NPHEMAILH KTAPHTPOMHLIHH ¢ aMmioaunuy. [IpenopbuBa ce BHUMATENHO
HaOnoAeHUe Ha NaLMEHTHTE, KOTATO AaMJIOAMITHH Ce NPUAAra €1HOBPEMEHHOTO ¢ KIAPHTPOMHULIUH.

Ipuyeanu 3a panamuyun (mTOR) unxubumopu: mTOR BHXUOHTOPH KaTO CHpONHMYC,
TEMCHPOAMMYC H eBepoanMyc ca cybcTpati Ha CYP3A. Amnoaunul e cnab unxuburop Ha CYP3A.
[Ipu eanoBpeMecHHaTa ynorpeba Ha mTOR HHXHOMTOPH, AMNOAHIIHH MOXKE Aa YBEIHYH
excnosuuuara Ha mTOR HHxuburopure,

Huxnocnopun: Hama npoy4BaHus 3a JIEKAPCTBEHH B3aUMOICHCTBHA, IPOBEAEHH C LUKIIOCTIOPUH H
aMJIOJMIKH NPH 34paBH AOOPOBOJILM WK APYTd MOMyAaLHK, C H3KITIOUEHHEe Ha nauMeHTH ¢ 66peuna
TpaHCIUTaHTalLHA, KbACTO ¢€ HabmoaapaT NpoMeHJIMBH NOBKHIUEHHA (cpeaHo ¢ 0% no 40%) Ha Hali-
HUCKHUTE KOHLECHTPALMHK Ha uuKnocnopuH. Tpabsa na ce oOMHcenH 3a MOHUTOPHHI HA HHBATa Ha
LHKJIOCMIOPHH Npy NaLdeHTH ¢ 6u0peyHa TPAHCILIAHTALIMSA HA JICYEHHE C AMJIOJHUITHH, a 103aTa Ha
LHKIOCTIOpHH TpaOBa 1a ce HaMalK crnopel HeoOXOAUMOCTTA.

Cumeacmamun: EnHOBpEMEHHOTO NMPHIOXKEHHE HA MHOrOKpaTHHU 1034 10 mg Ha amnogunuH ¢ 80 mg
CHMBACTaTHH BOOH N0 77% yBEIMYCHHE HA EKCMO3HUMATA KbM CHMBACTATHH B CPABHEHHUE CbC
CAMOCTOATETHOTO NPUIOKEHHE Ha CUMBACTAaTUH. [lo3aTa Ha CHMBACTaTHH NPH NALMEHTH C
aMNOAUITHH TpAOBa Aa ¢e orpaHuyn Ao 20 mg aHeBHO.

[lo BPpEMC HA KNIHHHUYHHUTC H3NTUTBAHHWA 34 OUCHKA Ha B3aHMOACHCTBHUATA AMJIOIUIHH HE € T
(b&pM&KOKHHETHK&T& Ha aTOpBaCTaTHH, AUTOKCHH HUIIH Bapd)apnﬂ.




4.6 DepruanTeT, OPpEMEHHOCT H KbpMeEHeE

bpeMeHHOCT

TonyTpuc € NpoTHBONOKA3aH NO BPeME HA BTOPHA U TPETHA TPUMECTBD Ha OpeMeHHOCTTa (BXK. TOUKA
4.3).

TonyTpHuc He ce mpenopbYBa N0 BpeMe Ha MbPBUA TPUMECTLP Ha OpeMeHHOCTTa M yrnioTpeba no Bpeme
Ha OpEeMEHHOCT Ce J0IMyCKa caM0 KOraTo Hama no-0e30mnacHa aiTepHaTHBa U KOraTo CaMmoTo
3a0onaBaHe HOCH NMO-ro/iIAM PHCK 3a MakKkaTta 4 nnoja (Bx. Touka 4.4).

Hsama noctathuHo AaHHM 3a ynoTpebaTa Ha TeNMHCapTaH U XMAPOXIOPOTHA3H/ NIPH OpeMEeHHU XKEHH.
EkcnepuMeHTATHHTE NPOYUYBaHHS NPU XKHBOTHH NOKA3BAT PENPOLYKTHBHA TOKCHYHOCT (BX. TOUKA

5.3).

EnnaeMHONOrMuHKTE JaHHH 32 PHCKA OT TEPATOreHHOCT ciien ekcno3nuus Ha ACE unxuburopu npes
MbPBHSA TPUMECTBP Ha OpeMeHHoCTTa He ca ybeauTenuu. Bee nak, He Moxke aa ce u3knouu cnabo
MOBHLIaBaHE Ha pUcKa. TbH KaTO HAMAa KOHTPOIMPAHH EMHAEMHONOTHYHY AaHHU 33 PUCKA TIPH
ynotpeba Ha aHrHoTeH3uH Il peuentopHu 6n0kepu, CXOOHH PUCKOBE MOTAT 1a CHIECTBYBAT H MPH
TO3H Knac nekapcersa. [lanuenTkure, KOMTO IUIAHUPAT OpeMEHHOCT, TpAOBa Aa NPeMHHAT KbM
aNTEPHATHBHO AHTHXHIIEPTEH3HBHO IEYEHHE € YCTaHOBEH npodun Ha Oe30nacHOCT npu ynoTtpeda no
BpEME Ha OPEMEHHOCT, OCBEH aKO Ce CYMTA, Y€ € OT 0CODEeHa BAKHOCT /1a C& NMPOABIDKH JIEHEHHUETO C
aurdoteHsuH Il peuenropHu 6nokepH. AkO € AMarHOCTHUMPaHa OPEMEHHOCT, JICUEHHETO C
aHrvoreHsuH Il peuentopuu 6nokepy TpsabGBa He3zabaBHO a 61e NPEYCTAHOBEHO H aKO € NOAXOAALLO
Ia Obae 3anO4HATO ATTEPHATHBHO JIeUEeHHE.

YCTaHOBEHO €, Y€ KCMO3HLMATA Ha aHrHOTEH3HH 11 peuenropHu OnokepH TNpe3 BTOPHA H TpeTHs
TPUMECTBLP Ha OPEMEHHOCTTA Npean3BHKBa (PETOTOKCHYHOCT NMPH Xopa (noHwxeHa 6u0peuHa
yHKuMA, ondroxuapaMHHOH, 3abapeHa yepenHa ocHdUKaLKHA) H HEOHATATHA TOKCHYHOCT (GBbOpeyna
HEJOCTaTBYHOCT, XHIIOTOHHA, XMNepKaiHeMna) (Bx. Touka 5.3). [lpenopbuBa ce ynTpasByKos
npernea Ha 6x0peyHarta QyHKLMA H Yepena, aKO HaCTBIIH EKCAO3MLMA Ha aHrHoTeH3HH 1] peuenrophM
Onokepn npes BTOpUs TPUMECTLP HAa OpemeHHOCTTa U chex ToBa. HoropoaeHuTe, uMiTO MalKH ca
npuemasy auruoreHsyu Il peuentopan 6nokepu, Tpadea na 6b1aT BHMMaTenHo HabmonaBaHy 3a
HATHYHE HA XHITOTOHHA (BXK. TOUKKN 4.3 ¥ 4.4).

OnUTBHT C XHIPOXIIOPOTHA3H] N0 BpeMe Ha HPEMEHHOCT € OrpaHHYeH, 0COOEHO Mpe3 MTLPBHS
TpUMeCThP. [IpoyuBanHaTa npu )KMBOTHH ca HEAOCTaTbYHH. XUIPOXIOPOTHA3K/ IPEMUHARA Npe3
rialeHTaTa. basdpaiky ce Ha GapMaKkonOrHyHHa MEXaHH3BM Ha JEeHCTBHE Ha XHIAPOXJIOPOTHA3HKA,
ynotpedara My Npe3 BTOPHs H TPETHA TPUMECTDBP MOXKE [a KOMNPOMETHPa (eTo-ILNaLleHTapHaTa
nepdy3us, 4 Aa NpHYUHK GeTanHu U HeOHATANHHU e(eKTH, KAaTO KBJITEHHLA, HAPYIICHHUE Ha
CNEeKTPOAUTHHA OanaHc U TpoMOOUHTONEHHS.

XHIAPOXJIOPOTHA3KA HE TPAOBA Aa C€ U3MOI3BA NPH FECTAUXOHEH OTOK, NeCTALMOHHA XMIIEPTOHUS WIIH
npeekaaMrcyd, NopaaH puck OT NOHWKAaBaHe Ha IU1a3MeHUs 00eM W IUlaleHTapHa xunonepdysus, 6e3
noneseH eext BbpXy xoaa Ha 3a00NABaHETO.

XHAPOXJIOPOTHA3H HE TPAOBA J1a ce U3MON3BA MPH €CEHUMATHA XHMIEPTOHHA NMPH GpeMEeHHHU KEeHH,
OCBEH B PEIKH CJTy4Yau, KOraTo He MOXKe Aa C€ MPUWIOKH APYro JICUESHHE.

be3onacHoCTTa Ha aMIOZMNKH MO BpeMe Ha OpeMEHHOCTTa NpH YoBeKa He € ycranoseHa. [Ipu
H3CJIEBaHUATA BLPXY }KMBOTHH € Ha0JII0AaBaHa PENPOAYKTHBHA TOKCUYHOCT NPH BUCOKH JI03H (BXK.

TOYKaA 5.3).

KspMeHe
Ynorpebara Ha TonyTpuc HE ce mpenopbuBa No BpeMe Ha KepMeHe. [Tpeanouurar ce anrte gg’h
NeYEeHHUA ¢ No-100pe ycTaHoBeH npodua Ha O€30MacCHOCT B NEPHOAA Ha KbpMeHe, ocoDeH '

KbpMEHC Ha HOBOPOACHO WIH IMPEAKIAECBPEMEHHO POAEHO ACTE.




HsaMa HannuHa vHOpMaLIMA OTHOCHO ynoTpedaTa Ha TENMUCAPTAH MO BPEME Ha KbPMEHE.

XHAPOXJIOPOTHA3H C€ €KCKPETHPa B MATKH KOJIMYECTBA B MAHYHHOTO MIAKO. THA3UIH BbB BUCOKH
J103H, NPEAH3BHKBALLH HHTEH3WBHA JHYPE3a, MOKE Ja HHXHUOHUPAT NPOAYKLMATA Ha MJIAKO.

AMIOAUNHH CE EKCKpETHpa B KbpMaTa nMpH xopa. Yactra oT fo3ara 3a Maiikara, nonyueHa or
KbpMayeTo, € H3YHCIEHA C HHTEPKBApTHIEH AHana3oH 3-7%, makcumym 15%. EdexkTnT Ha

AMJIOJIUITHH BBPXY KbpMayeTaTa € HEH3BECTEeH.

PDEePTHAUTET

B npeaknuHUYHH NpOy4YBaHHA He ca HabnoaaBaHu edEeKTU Ha TEAMUCATPaH H XHAPOXIOPOTHAZHA
BbpPXY (PEPTHIANUTETA HA MBIKKH H )KEHCKH HHAWBHIH.

OO6paTHmy OHOXHMHYHM NMPOMEHH B raBHYKATa Ha CNepMaTo30uAHTe ca GUNY JOKIAABaHH NMPH
HAKOH MaUHEHTH, JIEKYBaHU ¢ OJ10KepHU Ha KanuuesuTe kaHauy. KNnMHUYHHTE JaHHH ca HeAOCTATBYHH
MO OTHOLUEHHE HA NOTEHUWATTHUA ePEKT Ha aMJIOJIMITHH BBHPXY ¢pepTunurera. B enHo npoyusane npu
MIBXOBE, Ca N0K1aABaHU HeONMaronpHUaTHY €DEKTH BbPXY Mbxkus GepTHINTET (BXK. TOuKa 5.3).

4.7 EdexkTH BLpXy cnocoOHOcTTA 32 modupane u pabora ¢ MamuaHm

TonyTpuc Moxke na okake BIUSHUE BLPXY cniocoOHOCTTA 32 WwodHpaHe H pafoTa ¢ MalIMHY.
[lonskora npu npuem Ha TonyTpHC Morar aa ce NOSBAT 3aMasHOCT, CHHKON HH BEPTHIO. AKO
naunWeHTHTe, NpHemalny ToayTpuc cTpajar oT 3aMaiBaHe, riapobonue, yMopa WiH raacHe

crocoOHOCTTA 3a pearupaHe Moxe na 6bae HapylileHa.

[launenTuTe TpAadBa na H30ArsBaT H3BLPLUBAHETO HA MOTEHLUHMANHO ONAacHH 3aJa4H, KaTo wodupaHe
1nu pabora c MallIMHH, NPH NOABA HA TAKHBA HEXKeNaHH CHOHTHA.

4.8 HexenaHH JekapcTBeHA PeaKNHH

O6o6wenue Ha npothrna Ha HezonacHoCT

Haii-uecTo croOLuaBaHHuTe HexXelaHH peaKLiMH N0 BpeMe Ha JIEYEHHETO Ca ChHIMBOCT, BUEHE HA CBAT,
rnasobonHe, cbpuedbueHe, 3aueppasaHe, O0NKH B KOpema, raacHe, NOKYBaHE Ha IJIE3CHHUTE, OTOK M
yMopa. CepHO3€H aHrHoeaeM Moxke aa HacTwnu pagko (= 1/10 000 ao < 1/1 000).

Cruchbk Ha HexeJlaHHUTe JIeKAPCTREHH peakluu noa dopmara Ha Tabnula

HexxenanuTe peakiiMu ca onpeaesieHH Cope/l YeCTOTAaTa Ha Bb3HHKBAHE, ChIJIACHO CEIHATA
Knacupukauua: MHOro yectd (>1/10); uectn (=1/100 go <1/10); Heuectu (>1/1 000 no <1/100);
peaxu (>1/10 000 oo <1/1 000); muoro peaxu (<1/10 000), ¢ HeusBecTHA YecTOTa (OT HATHYHHUTE
NaHHU HE MOXe aa Obae HarpaBeHa OUEHKA).

Bne BCAka rpyna, HCXCNAHMTC pCaKLHAE Ca MNPEACTABCHY B HH3XOAALI pea MO OTHOLHEHUE Ha TAXHATa
CCPHRO3HOCT.

lCHCTBMO—Opl"ﬂHBH Hexenann peaknunn YecToTa
Kkaac no MedDRA Teamn- Teamn- XXT3 AMJOANNUA
capTan + capran’
XXT3
Hndexnun n Cencuc, peaKu’
HAdecTAHHA BIJTHOYMTENHO C
¢aTanes u3ixoa
bpoHxHT PEAKH

.....




dJap_HHrHT

PCAKH

CHHYMT

pPCAKH

HUudexkuusa Ha
FTOPHHUTE
AUXATETHH
NbTHILA

HCYHCCTH

HUudekuns
Ha
NUKOUHHUTE

HCHCCTH

HCYECTH

HeonnazMn —
nobpoka-
QeCTBEHHM,

JJIOKAYECCTBEHH H

HeonpeaeJIcHA
(BKJI. KHCTH H
NOJIHNH)

HemenaHoMeH pak
Ha KOXaTa
(bazanHoKNETHYECH
KapLUUHOM H
CKBAMO3HOKJIE-
TbYEH KApLUUHOM )

C HEU3BECTHA
YyecToTa’

Hapymenns Ha

KPbBOHOCHATA H

AAMpHATA
CHCTEMA

AHeMHUA

HCYCCTH

anﬂuoc]mﬂ us

pEeaKH

pPeaKH

PCAKH

MHOro pCikH

TpombouuToneHus
TpombouuTo-

NEeHH4YHa myprypa

peaku

AnnacTH4Ha aHeMHHA

C HCH3BCCTHA
4eCTOTAa

XeMONMUTHUYHA
aHeMH4

MHOI'O p€KH

KocTHOMO3BUHA
HEeAOCTATBYHOCT

MHOI'O PCAKH

JleBKOneHuUn

MHOTI'O pCAKH

MHOI0 pCaAKH

AI‘P&I—_I}’J‘IGHHTOS&

MHOTI'0O pCAKH

HapymeHnns HA
HMYHHATA
CHCTeMA

AHadnnak-
THYHA
_peakuus

peaky

CBpBXUYBCT-
BUTEIHOCT

PEAKM

MHOTO PEIKH

A.TIEPI‘H'-IHH PEAKLIHH

MHOI'o pCAiKH

Hapymenns Ha
MeTaboIH3MA H
XpAHEHETO

XHUNOKANUHEMUA

HCYCCTH

MHOI'O YCCTH

Xunep_txpmcemuﬂ

PCAKH

HECTH

XHI‘IOH&TPHEMHH

pPCAKH

pPCAKH

YCCTH

XunepkaitueMus

HCYCCTH

XHUMNornUKeMHus
(NpY NMauUeHTH, ¢
AnaderT)

peaKH

XHIIOMAarHesueMmua

HCCTH

Xunepnanunemm

peaky

XHno-
XJIOpeMUUHa
alKano3a

MHOT'O peAKH

IToHWXKEH aneTuT

YCCTH

Xunqpnunuﬂem KA

Xuneprnuxemuﬂ




HenoctaTbueH PEAKH
KOHTPON Ha 3aXapHHS
auaber
[IcaxHYHA be3nokoincTRo HevyecTH peaKH HEe4YECTH
HapYmIcHHA Jenpecus PEAKH He4ecTH peaKH HEYECTH
bescbhHUe peAKH HEe4YeCTH HEUYECTH
HapylueHus Ha CbHA | peikM pelKH
O6bpKaHOCT pEAKH
Hapyumienus Ha | 3aMasiHOCT YeCTH HEYECTH pEIOKH YECTH
HCpBHATA CuHkon HEYECTH HEYECTH HEYECTH
CHCTEMA IMapecTesns HEYeCTH peakH He4eCTH
CbHNIUBOCT peaKH 4eCTH
[ naBobonue peaKH YeCTH
Tpemop, npomaHa HEY€eCTH
BbB BKYCA,
XHUMOEeCTE3HA
Xuneprouus, MHOIO peaKH
nepudepHa
HEBPONATHA
ExcTpanupamuaHu C HEU3BECTHA
HApYLUCHHS 4ecToTa
Hapy- YppexzaaHe Ha peaxu peaKH peaku YECTH
[IeHHS | 3pEHHETO
HA OYHTE 3aMBIIIEHO BHXKAAHE | peOKH
Oc'rpa C HCH3BECTHA
32KPUTOBIbITHA YECTOTA
rnaykoma
XOopoHuIaneH H3JHB C HEM3BECTHA
_ 4yecToTa
Hapy- Bepturo HEYECTH HEYECTH
menns
HA YXOTO lllym B yiuure HEUYECTH
B Ja0H-
 PHHTA
Cwpae- Taxukapaus HeYecTH peAKH HEYeCTH
1HH AputMHH HEYECTH pelKH HEUYECTH
HapYy- Bpaaukapaus HEYeCTH HE4YeCTH
WeHuA
Cupuebuere YeCTH
[Ipeacwpano HEYeCTH
MbIKICHE
HUuadapkr Ha MHOIO peiKH
MHOKapJa
CobaoBn XHUMOTOHUA HEYeCTH HEYeCTH HEeYECTH
HapY- OprocraTHuHa HEeY4eCTH He4eCTH 4YECTH
MCHHAN XHNMOTOHHA
Hexporusupaw MHOTO peaKH
BaCKYJIUT
3auyepBsBaHe YecTH
Backynur MHOTO peaKH
Pecnaparop- Jucnines HEYEeCTH HEYECTH et , '.T*“*--x,&
HH, 'PLAHH B PecnuparopeH PEeaKH MHOI'0 peKH 4 ~i\\ Yap
MeIHACTH- JIMCTPEC / N A*‘ap"l *ﬁ; %_?
HAJIHH [THeBMOHHT peIKH MHOT'O PEJIK ’Ei e | "é
T e T
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HApYIIEeHHS

benoapobeH oTok

pENKH

MHOTIO peOKH

Kamiuua

HCYHECTH

HEYECTH

HHTepcTHLHATHA
benoapobua bonect

MHOTO
peaku'?

Octop
pecnyipaTopeH
AUCTpEC

cunapom (OPC)
(Bx. Touka 4.4)

MHOI'OC p€aKH

PyuuT

HCYECTH

Cromamso-
4YpEeBHH
HADYIICHAN

Hnapus

HEYCCTH

HCYCCTH

HECTH

YECTH

nyma B ycTara

HCYCCTH

PCaKH

HCYCCTH

d)nayyﬂeﬁum

HCYECTH

HCUCCTH

KopemHa Gonka

Pej_'ll{l‘l

HCHECTH

YCCTH

3anex

PEeOKH

pEKH

YECTH

Jncnencus

PCAKH

HCHYHECTH

HCCTH

HOBP'I:-I.I.IHHB

PEAKH

HCUYCCTH

HCCTH

HCYCCTH

I'acrpm*

PC,[[KH

MHOI'o pCAKH

CrtomallieH
AHCKOMOpT

pEeOKH

peAKH

["agene

HECTH

YCCTH

I'laH KpeaTur

MHOI'O pCAKH

_ MHOI! O pCiKH

[Tpomenu 8
MOTHJIHTETA Ha
yepBara

HECTH

XHneprna3susa Ha
BEHLIHTE

MHOI'O pPCAKH

Xenarto-
Onanapnn
HAPYIECRHY

AOHOpMHA

yepHoapoDHa
$yHKLUMA/ YEPHO-

ApoOHO HapyuieHue

pelKn’

peaicu?

A BaTEHHIA

PCAKH

MHOI'O PCAKH

Xonecrasa

penkH

XenaTurT

MHOT'0O pCAKH

Hapymennsa na

KOXKATaA H
NOAKOKHATA
ThKAH

AHruoenem

peakH

peaKH

MHOrO peIKH

Epmeua

peaky

peaKH

Ilpypuryc

peaKH

HCYCCTH

HCHCCTH

Ob6pus

PCAKH

HCHECTH

HCCTH

HCYCCTH

XHnepxuaposa

PEAKH

HCHECTH

HCYCCTH

YpTHKapHs

PEOKH

PCAKH

YECTH

HCHECTH

Ex3ema

PE,.EI,I{H

JlexapcTeeH oOpHB

PCAKH

TOKCHYCH KOXEH

obpus

PEAKH

Jlynmyc-nogoben
CHHAPOM

MHOT'O pCAKH

Peakuuu Ha
G OTOYYBCTBHTETHOCT

pelKH

MHOIO PEIKH

TOKCHYHA
enMacpMasHa
HEKPOJ/IH3a

MHOI'O PpEAKH

[

Epurema




MYATHDOpPME

I‘-IECTDT&

Anoneuus, nyprypa,
oDezuBeTABaHe Ha

KOXKATa, EK3aHTEMA

HCUHCCTH

CuHapom Ha Stevens-
Johnson, oToK Ha
KBuHKe

MHOI'O pCAKH

B KPBRTA

HapymexHus Ha bonku B repba HEYECTH HEYeCTH HEYECTH
MYCKY/THO- MyCKynHH cia3MH | HEYECTH HEUYECTH C HEH3BECTHA | yecTu
CKeJIETHATA (xpamnd B Kpaka) MecTOTa
CHCTEMA, Mmuanrus HEYECTH HEYECTH HEYECTH
CheJHHHTe/JITHATa Ap’l‘pﬂﬂl"“ﬂ peaKH peaKH HCYCCTH
TBEKAH H KOCTHTE bonka B KkpalHHHKK peaAKH pe€aKkH
(bonka B Kpaka)
bonku B pPEaKM
CYXOXMINATA
(TEHAUHHUT-1IOA00HH
CHMITTOMH) _
CucreMeH nymnyc peaKy ' MHOTO PEIKH
€PUTEMATOAEC
[TonysaHe Ha YECTH
rJ1€3€HUTE
Hapymenns ra b1Opeuno HEYEeCTH C HEH3BECTHA
O0b0penuTe H _ YBpEeXKIaHe | yecToTa
NHKOTHHTE Octpa 61b6peuna HEYECTH HEYECTH
ObTHIRA HEAOCTATBYHOCT
[ moko3ypHs PEAKH
Hapyluenus B HEYECTH
YPHHHUPAHETO,
HUKTYpPHA, TOBUILEHA
4€CTOTa Ha
YPHHHpaHe
Hapymenns Ba | EpexTtunna HEYECTH YECTH HEYeCTH
BL3NPOA3BO- AHCHYHKLIHSA
AHTEIHATA [ HHekOMaCTHA HEYECTH
CHCTEMA H
 I'spaaTa
O6mu ['pbana Goska HEYeCTH HEYECTH HEYECTH
HApYIICHHA H ["punonogobHo penKku peaxH
epexTH HA 3a6onsBaHe
MACTOTO HA Bosika peAKH He4YeCcTH
NPHJIOKEHHBE
Acrtenus (cnadocT) HeYeCcTH C HEH3BECTHA | YecTH
| yecToTa
[Mupexcus C HEH3BECTHA
4ECTOTA
OTtok MHOI0 4€CTU
YmMopa YECTH
HepasnosioxeHue HEYECTH
Hicaeasanns [losuiuena nukouHa | HEYECTH peaku
KHCEJIMHA B KPbBTA
[loBuiieH KpeaTHHHH| PEAKH HEYECTH




IloBHuiena kpeaTuH | PCAKH peaKH
docdokunaza B
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' Ha 6a3a Ha NOCTMapKETHHIOBHA ONHT

? 3a AOMBAHKTENIHA HHPOPMALHA BUXKTE NOATOUKHTE MO-R0JY

3 Haii-Beue B ChOTBETCTBHE C XONecTasa

* HexxenaHure peakuMi Bb3HWKBAT ¢ NoA00HA YECTOTa NPpU MaLMEHTHTE HA Nnalebo, H NaLMEHTHTE,
NIEKYBaHH ¢ TeaMucapTaH. 0011aTa 4ecToTa Ha HEXXEMAHUTE peakLiiH, ChoOlIleHH npy ynotpeda Ha
TeamucapTaH (41,4%), oOMKHOBEHO € cpaBHHMa ¢ Ta3u npu rnauedo (43,9%) npu nnauebo-
KOHTpOJHpaHHU u3nuTBanuia. U30poeHnTe no-rope HexeNaHW peakliiH ca HATPYNaHU OT BCHYKH
KAHHHYHHU U3NHTBAHUA [PU MALIUEHTH, JCKYBAHH C TEIMHCAPTAaH NPH XMNEPTOHHMA, UNH NPH
naLKeHTH Ha 50 WM NoBeYE roAHHH C NMOBULLEH PHCK OT ChPASHHOCHAOBH CHOUTHA.

OnuvcaHHe Ha HBﬁp&HH HCKEJIAHH PCAKIIHH

Hapyuiena uepHoapoOHa GpyHKIHA/4epHOAPOOHO HADYLIIEHHE

[Tosewero cnyyan Ha abHOpMHA YyepHOAPOOHA QYHKUMA/YEPHOAPOOHO HApYIllieHHE OT NOCT-
MApPKETHHTOBHS OMHT Ca HACTBHIUJIK NPH MAUHEHTH OT ATIOHCKH Mpou3xo/. [1pH nalHeHTH OT ANOHCKH
NPOU3XO0J UMA NMO-TONAMA BEPOATHOCT 3a Pa3BHTHE HA Ta3H HEXXeNaHa JIeKapcTBEHA peaKLuA.

Cencuc

B npoyusanero PROFESS € Habnioaasana noBuiuieHa 4yecToTa Ha Bb3HMKBAHE HA CENCHC NPH
TeIMucapTaH B cpaBHeHHe ¢ mnauebo. CrouTHeTo MoXe 21a e cyuaiiHa HaXxoaKa W CBbP3aHa C 10
MOMEHTA HEHU3BECTECH MEXAHH3bM (BXK. CbIUO TO4Ka S5.1).

HurepcTuumanya 6enoapodua 6onect
Cnyyau Ha yHTEepcTHLHANHA OenoapodHa OonecT ca JOKNaaBaHU OT NOCT-MAPKETUHIOBHA OIHT BbB
BpeMeBa BPb3Ka C NPUEM Ha TeAMHCapTaH. Bhnpeky ToBa, NPHYKMHHO-CIEACTBEHA BPB3Ka HE €

YCTAHOBEHA.

HemenaHoMeH pax Ha KOxara
B13 0CHOBA Ha HAIMYHUTE AAHHHU OT €MMACMHUONOrMUHHU NIPOYYBAHHA € HaOnioaaBaHa 3aBUCHMa OT
KyMyJlaTHBHaTa A03a Bpb3Ka Mexxay XXT3 u HMPK (Bx. ceio Toukn 4.4 u 5.1).

HutecTUHANECH aHTHOENEM
CbobiueHH ca cyyad HA MHTECTHHAJICH aHruoeeM ciel ynorpeba Ha aHruoreHsun Il penentopHu

&HTaroOHUCTH (BX. TOYKa 4.4).

CrofmaBane Ha NOA0O3UPAHN HEXKENAHW PeaKLIUK
CbodiaBaHeTo Ha MOAO3HPAHH HEXENaHH peakUUH cliell pazpewaBaHe 3a ynorpeba Ha nekapcTBeHus
NpoAYKT € BaHO. ToBa no3possiBa Aa NPOABLIDKH HaDMIOAEHHETO HA CbOTHOLUIEHHETO OJ138/PUCK 3a
NeKapcTBeHUd NpoayKT. OT MEAULUHCKHTE CrIELHAIMCTH C€ H3HCKBA Ja ChoO11aBaT BCAKA
MOJO3UpAHA HEXKENIAHA peakLus Ypes

HManbardTENHA areHuds no ieKkapcTBara

yn. ,,Jdaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417




yebcaiiT: www.bda.bg.
4.9 IIpexozapaune

ChlecTBYBa OrpaHHYEHa HHPOPMALHA MO OTHOLIEHHE Ha NMPEA03HPAHE Ha TEIMUCAPTAH MPH Xopa.
OMUTHT ¢ YMHLILIEHO NPEAOIUPAHE HA AMAOAUNHUH MPU XOpa € OrpaHHYeH.

CuMnToMHU

Hali-sBHuTe NpOSBNSHUA Ha NpeaoO3UpaHe ¢ TeAMHCAPTAH Ca XUMIOTOHUA M TaAXUKapAKS; UMa
cboOLeHHA U 3a OpaauKapaus, 3aMasHOCT, NOBPbILAHE, NOBUILIABAHE HA HUBATa HA CEPYMHHA
KpeaTHHHH, TeXko 6b0peuHo yBpexaane. [Ipeaosnpasero ¢ XHaApOXAOpOTHA3KA CE CBBP3Ba C
HaAMaJIABAHE Ha eIEKTPOJIMTHTE (XMNOKATHEMHUS, XUNTOXJIOPEMHUA) K XHIMOBONEMMS, AbJKALLA CE Ha
eKclliecHBHaTa Auype3a. Hal-uecTuTe CHMNTOMH Ha Npeao3dpaHe ca rajJjeHe H COMHONEHTHOCT.
XHMOKANHEMHUATA MOXKE 1A AOBEAE A0 MYCKYJIHH CNasMy H/WIH aKUCHTYHPaHa apUTMHSA, CBbpP3aHU ¢
eHOBpeMeHHaTa ynorpeta Ha TUrHTATMCOBH [JIMKO3KWAM WH ONpeAeNieHH aHTHAPUTMHYHH

neKapCcTBeHd npoAyKTH. Hanuukhara uHdopmauma npenonara, 4e 3HaUHTENHO NPeao3HpateTo ¢
aMIOAMNKMH MOXKE 1a MMA KaTo Pe3yJITaT TBbPAE 3HauuMa nepudepHa Ba3zoannaTalus, KakTo U
pednexcHa Taxukapaua. Crobuiaea ce v 32 H34BEHA H BEPOATHO NPOAB/KHTENHA CUCTEMHA
XUNOTEH3HA, KOATO A4 NMPEMHHE B LIOK, BKAKYHUTENHO HIOK, 3aBbPLIBALL ChC CMBPT.

Hekapanorenen 6enoapodbe oTox ce chobiuasa pAaako KaTo nocaeauua ot Npeao3upaHe ¢
aMJTOAMIHH, KOWTO MOXKE a ¢€ MPOABH ¢bC 3a0aBeHO HaUaNO Ha edekTta (24-48 yaca cnen
NOrfabliaHe) U Aa U3HCKBA H3KYCTBEHa BEeHTHNAUHA. PaHHHTE peaHHMaLHOHHH MEPKH ( BKITIOYHUTETHO
HAaTOBAapBAHE C TEUHOCTH) 32 MOAAbPKAHE Ha Nepdy3HaATa U ChpaeuHHa nedbur Mmorar za 6vpar
yCKOpABaLUH (pakTopH.

JleueHue

TenMHcapTaH H aMJIOOHUITHH HE Ce OTAENAT NPH XeMoananusa. He e ycTaHOBEHO 10 KaKBA CTENEH
XHAPOXNOPOTHA3UL CE OTAENA NNPU XeMOAHANH3A.

TepaneBTUHYHHTE MEPKH 3aBHUCAT OT BPEMETO Ha MPHEMAHE, KAKTO H BUAA H TEXKECTTa HA CUMITTOMMTE.
CopaedHaTta U auxareaHara QyHKIHA Ha nauydeHTa TpaOBa Aa Obaat BHHMaTeAHO HAOMoaaBaHH, a
neveHUero TpabBa na € CHMITOMATHYHO H NOAABPXKALIO. [IpenopbYHTENHHTE MEPKH BKJIIOYBAT
npeau3BHKBaHE HAa MOBPbLIAHE H/KWIM CTOMALIHA NpoMUBKa. [IpunaraHeTo Ha aKTHUBEH BBIJIEH MOXeE
aa Obae NoNe3HO MpPH NCUHEHHE Ha NPEAO3UPAHETO A0 2 Haca che NMPUIOKEHHETO Ha AMJIOOUIHH.
Heobxonnmo e yecTo npocneassaHe Ha CEpyMHUTE ENEXTPOIUTH H KpEaTUHWHA M TpAOBa 1a ce
o0bpHe BHUMaHKE HA 00€Ma Ha UMPKyNHpalliaTa TEYHOCT H OTAEAAHETO HA ypHHA. [1pn nossa Ha
XHIOTOHHA, NaLHEeHTHT TpAOBa Ja ObJe NOCTaBEH B JIErHAJIO NO rpuld nonoxeHue H 6bpP30 Aa ce
NPWIOXKaT CONEBH H 0OeMHH 3aMecTHTENK. [IpunaraneTo Ha Ba3OKOHCTPHUKTOP MOXeE Ja MOMOrHE 3a
Bb3CTAHOBABAHE HA CHAOBUS TOHYC U aPTEPHATTHOTO HAIATAHE, aKO HAMA MPOTUBOMNOKA3aHUE 34
ynotpebara My. UHTPaBEeHO3HOTO MPWIOKEHHE HA KAJTLMEB [MTIOKOHAT MOXe Ja O0bae none3Ho 3a
oOprluaHe Ha ePeKTUTE Ha ONTOKHpaHE Ha KAJIUHWCBHTE KaHaJH.

5. GOAPMAKOJIOT'HYHH CBOUCTBA

5.1 PapmakoaAnHAMHYHH CBONCTBA

dapMakoTepaneBTHUYHA rpyna: AKTHBHHU BELIECTBA, AEHCTBALIM HA PEHHH-AHTHOTEH3UHOBATA
cucTeMa, aHruotedsu Il peuenrropru 6noxepu (APB), apyru komOuHauuu; ATC xon: C09DXO08.

TonyTpuc € komOuHauMa ot aurHoTeH3uH Il peuentoped bnokep - Tenmucaprad, HHXHOUTOp Ha
HH}AYKCA HA KAJIUMEBUTE HOHH - aMIOAHNKH, H THA3WACH AUYPETHK - XMAPOXJIOPOTHA3HI.

MexaHu3bM Ha NEHCTBHE WA i N

TenMucapraH e nepopanHo edekTHBeH U cneuududeH aHruoredsuH 1l peuentopen Omokep (s ﬁ%

ATI). Toit uamecTBa ¢ MHOTO BUCOK apHHUTET aHrHOTeH3MH [l OT HEroBOTO MACTO Ha CBBP ﬁl B j_i.
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AT] peuenTopHHsa NOATHN, KOHTO € OTFOBOPEH 3a U3BECTHHUTE AEeHCTBHA HAa aHrHOTEeH3UH .
TenmucapTaH HAMa JOpH ¥ YACTHYHA ArOHMCTHYHA AKTHUBHOCT cnpaMo AT peuenTopa. Tenmucapran
ce CBbp3Ba CeNEKTUBHO ¢ AT peuentopa. CBbp3BaAHETO € NMPOABLDKHTENHO. TenMHucapTaH He NokasBa
apUHUTET KbM APYTH peuentopy, BKAoYnTenHo AT2 u opyru no-cnabo xapakrepusupaHu AT-
peuenTopH. PyHKUHOHATHATA PO Ha TE3H PELIENTOPH HE € H3BECTHA, HE € U3BECTEH H €(DEKThT Ha
TAXHATA Bb3MOXKHA CBPBXCTUMYAALIMA OT aHTHOTEH3HH |1, YHHTO HUBA Ca NOBHILEHH OT TENIMHUCAPTAH.
ILtasMeHHTE HHBA HA ANZOCTEPOH Ce NOHUMABAT OT TenMucaprad. TeamMucaprad He HHXHOHpa
YOBELLUKHA I1a3MEH PEHHH U He ONokHpa HOHHUTE KaHanH. TenMucapTaH He HHXHOHpPa aHTHOTEH3HH
KOHBEPTHpallKaA €H3UM (KHHHHAa3a II), eH3umMbT, KOHTO ChuIo pasrpaxkia OpaauxuHuHa. Ilopaau ToBa
HE C€ 0YaKBa jAa MOTeHUUpa OpaaAUKHHHH-MENHHPAHUTE HEXKEJIAHH ChOMTHS.

AMN0OAUNHUH € HHXUOUTOP Ha MHQAYKCa HA KanUYeBUTE HOHHU OT rpynaTa Ha AUXHAPONHPHANHHUTE
(Onokep Ha GaBHMTE KaHa/MIH WM AHTArOHUCT HA KATUUEBHA HOH) KOMTO NOTHCKA TPAaHCMEMOPAHHOTO
HABJIH3aHE HA KAJTUHWEBH HOHH B KNETKHTE HAa CbpPAECYHATA W CbAOBATA I1aKa MYCKY.NaTypa.
MexaHn3MbT Ha aHTHXHIIEPTEH3IUBHO ACHCTBHE CE AB/KH HA NUPEKTHHA penakcHpail epekT BbpXy

CbAOBAaTA FNajZika MyCKynaTypa.

XHAPOXJIOPOTHA3KHA € THA3UAEH AUYPETUK. MeXaHH3IMBT, N0 KOHTO THAZHIHHUTE AUYPETHLIM MMOCTHUTAT
AHTHUXUMEPTEH3HBHUA CH €EKT, HE € HaMbJIHO W3ACHEH. THasnauTe OKa3BaT BL3ACHCTBHE BBPXY
MEXaHHW3MHTE Ha peabcopbuma Ha enekTponuTH B 6b0peuHnTe TyOYIH, KATO AHPEKTHO MOBHILABAT
CKCKPELIMATA Ha HATPHH H XJIOPHIH B MPHONUIHTENHO €KBUBAICHTHH KoJIMYecTBa. JlHypeTHYHOTO
ACHCTBHE HA XHAPOXIOPOTHA3H HaMANRBA U1a3MEHHUS 00EM, NOBHILIABA AKTHBHOCTTA HA PEHHH B
J1a3MaTa, yBEJAMYaBa CEKPELIMATA Ha aNA0CTEPOH C NOCIEABALLO YREJIHYeHUE Ha Kallid B YPUHATA H
3aryba Ha OukapOoOHaTH, M HaMasIBa HHBATa HAa KAJIMHMH B cepyma. BepoaTHo upes GnokupaHeTo Ha
CHCTEMATa PeHUH-aHTHOTEH3HH-aAQ0CTEPOH, EHOBPEMEHHOTO NPHIOKEHHE HA TEJIMHCAPTAaH BOOW A0
obparen edekT no OTHOLIEHHEe Ha 3arybara Ha Kanuii, KOATO ¢e AB/KH Ha Te3d AHYPETHLH.

dapMakoAHHAMHYHH edeKTU

[1pu 3apasn pnobposonun aozara ot 80 mg TenmMucapTad NOUTH KU3LANO HHXHOMPA NPeIH3BUKAHOTO
oT anrHoteH3uH Il nosnmasane Ha kpLBHOTO HanAraHe. MuxuburopHuaT edekTt ce noaabpxa Han 24
yaca, KaTo Bce olle Moxe Aa Obae ycraHoBeH no 48 uaca.

Cnen mppBata 03a TeIMHCapTaH ce HabnoABa MOCTENEHHO NOABA HA AHTHXHIEPTEHIMBHA AKTHBHOCT
B paMKMTe Ha 3 4aca. MakcMMafHOTO NOHMXKEHHE HA KPBBHOTO HANAraHE Ce MOCTUra B 001U CiTyyait
33 4 0o 8 ceAMHLIM Cllel 3aMOYBAHETO HA JICYEHHETO, H CE NMOALBPHKA NPU NPOALJDKHTETHA TEPATIHS.
AHTHXHNEPTEHIHBHUAT e(eKT ce NoAabLPXKA B TeUEeHHE Ha 24 yaca cnea npHeMaHe B BKJIKOMBA
nocneaHUTe 4 Haca NMpeM caesanara 103a, KOETO C€ YCTAHOBABA 4YPE3 U3MEPBAHE Ha KPbBHOTO
HaJlsraHe B aMOynaTopHu ycinosus. Tea € NOTBbPAEHO U OT UBMEPBAHUATA B MOMEHTA HA
MaKCUMAaTHHA €(PEKT M HENCpeACTBEHO NpeaH NpreMa Ha CleABaluaTa 1034 (CbOTHOLEHHETO
MHHHMAaNHH KbM MAKCHMATHK KOHLIEHTPALIHH, KOETO € NocToAHHO Haa 80% cnen npHema Ha N03H OT
40 1 80 mg TenMucapTaH npu mianedo KOHTPONMPAHH KITMHHYHH NTPOYUBaHUA ),

[1py nauueHTH ¢ XHIEPTOHHUA, TEJIMUCAPTAH PEAYUHPA CHCTOJUYHOTO H AHACTONUYHOTO KPbBHO
HajsraHe, 6e3 ja 3acdra 4ecTorara Ha cbhplLebHeHe. AHTHXMNEPTEH3WBHATA €DHKACHOCT Ha
TEJIMUCAPTaH € CPABHUMA C Ta3H Ha BELIECTBATA OT APYIH KNAaCOBE aHTHXHIIEPTEH3UBHH JIEKAPCTBEHH
NMPOAYKTH (KOETO € YCTAHOBEHO NPH KIHHHYHHA U3MUTBAHUA, CPABHABAIIM TENMHCAPTAH C AMJIOAHITHH,
aTCHOJION, eHANanpPHil, XUAPOXNOPOTHA3HI, W JIM3HHOTIPHII).

[Ipx BHE3aMmHO NpeKbLCBAHE HA ICHEHHETO ¢ TEIMHCAPTAH KPLBHOTO HANIIraHE NOCTENEHHO C€ BPbILA
J0 CTOMHOCTHTE ITPEH JICUEHHETO, 3a MEPHOA OT HAKONAKO IHM Oe3 NaHHH 3a pebayH | XHIIEPTOHHYEH
edexr,

CiyuyauTe Ha CyXa KaUUIHUE Ca 3HAYHTETHO NO-MAJKO MPH MALHEHTH, TPETUPAHH C TEIMHCApPTAaH,
OTKOJIKOTO IIpH TAKHBA, HA KOUTO Ca JaBaHU WHXUOHTOPH HA aHTHOTEH3UH KOHBEPTHPALIHA CH3IHM B
KIHMHHYHH NPOYYBAHHA, JUPEKTHO CPABHABALIM JBETE AHTHXUNEPTEH3UBHH JIEUEHHS.

[Ipy nanHeHTH ¢ XHNEPTOHUA, JOSHPAHETO C AMJIOAUNKH BEIHBLIK JHEBHO OCHTYPABA KIIH
3HAYHMO HaMalICHHE Ha APTCPHATHOTO HalgraHe (B IErHANO M U3NPABEHO MOJMIOKEHHE) B
NpoABDKEHHE Ha 24 yaca. [lopaamn 6aBHOTO Hauano HA ACHCTBHE OCTPATA XUMOTOHHA HE




[IPH NPWIOKEHHE HA AMNOAHMHH. AMJIOOUIUH HE BOAM A0 HUKAKBH MeTAOONMTHH HEXXENaHH PeaKUHUH
HJIH IPOMEHH B TJ1a3MEHHTE JNUIIHAMK K € NOAXOAsAL 38 ynorpeba npu nauMeHTH ¢ acTMa, avaber
noaarpa.

IIpu npunarade Ha XHAPOXJIOPOTHA3U] HAYAIOTO Ha AMYpe3aTa e cnef 2 yaca, KaTo MUK Ha edeKTa ce
Habmaioara cnea okono 4 yaca, 10KaTo AEHCTBUETO NPoabIkaea npubausurento 6-12 yaca.

KnuHu4uHza e¢UKACHOCT H 6€30MacHOCT Ha TPOKHATA KOMOUHALINA

B wanursaue (N=393), ouensBamo epekTuBHOCTTa M O€30NMaCHOCTTAa Ha TEIMHCAPTAH

80 mg/amnoannun 5 mg/xugpoxnopotnaszua 12,5 mg (TAX 80/5/12,5 mg) npu neyenHe Ha
XUNEPTOHMSA, HEKOHTpoAKpaHa ot TenmucapTtad 80 mg/amnoaunuH 5 mg (TA 80/5 mg), nauuenTHTe ¢
NEPCHCTUPALLO NOBHIUEHO KPBBHO HAIAraHe ca npeMyuHany pe3 8-ceAMUUYEH OBOHHO-CIIAMN MEepHOA.
Te3u, kouTo cnen 6-ceAMUYEH NEPUOR HA BHBEXKIAHE HE JOCTUraT TepaneBTHYHATA LieJ, ¢a OWIH
pasnpeAcicHH Ha C/Iy4aeH NpHHLKMI MK Ha Tepanusa ¢ TAX 80/5/12,5 mg, wau Ha Tepanus c

TA 80/5 mg. Cnen 8 ceamuuu neueHue rpynara Ha Tepanus ¢ TpoiHa KOMOKWHALIMA NMOKa3a
3HAYMTEHO NMO-OIAMO KOPHIUPAHO CPEAHO NOHHKEHUE Ha AHACTONHO KpbBHO HanaraHe (JJKH) u
cUcToNHO KpbBHO HanAraHe (CKH) B noko# B cpaBHEHHE C rpynara Ha Tepanus ¢ ABoiHa
koMOHHauu4, ¢ padnuka ot -3,9 mmHg (95% CI: -5,3 no -2,4; P<0,0001) u -5,3 mmHg (95 CI: -7,6 ao
-3,1; P<0,0001), cvoTBeTHO.

B npyro uanureade (N=132) uenra e na ce CpaBHAT NOHHXKABAMINTE KPLBHOTO HajAraHe e(peKTH Ha
TAX 80/5/12,5 c renmucapran 80 mg/xunpoxnoporuasua 12,5 mg (TX 80/12,5 mg) npu naureHTH ¢
Hea/leKBaTeH KOHTPO./I Ha eCeHLMANTHA XUNEPTOHUA. IlauMeHTHTE ca paznpeaeneHy Ha CITy4aeH
MPHHLMN Aa NoNy4aT ABOHHO-CaAno neyenue wav ¢ TAX, way ¢ TX B npoawbkeHHe Ha 8 ceaMHULIM
cien 6-ceaMuueH nepHoA Ha BuBexaaHe Ha TX 80/12,5 mg. Cnen 8 ceamuiun neyeHHe rpynara Ha
Tepanus ¢ TpoHHa KOMOHHALMA NOKa3a 3HAYHTENTHO NO-TOJIAMO KOPHIHPaHO CPERHO MOHKKEHHE Ha
AKH 4 CKH B noxoii B cpaBHeHue ¢ rpynara Ha Tepanus ¢ ABoHHa koOMOHMHaUMA, C pa3/HKa OT -

6,2 mmHg (95% CI: -8,6 a0 -3, 8; P<0,0001) u -8,6 mmHg (95 CI: -13,0 ao -4,1; P=0,0002),
ChOTBETHO.

B 8-ceamuuHo wanursane (N=310) naLmeHTHTE C XMNEPTOHHUA Ca NMPEeMHUHAH npe3 4-ceIMHUEH

BbBEXX ALl neprHon Ha neyeHHe ¢ TA 40/5 mg. Cnen ToBa nauneHTHTE ¢ HEKOHTPONHPAaHA XHINEPTOHHA
cnen 4-cenmuyHo neveHue ¢ TA 40/5 mg ca 6unm pasnpeneneHy Ha Cly4aeH MPHHLMI Ja NOJTy4aBat
TAX 40/5/12,5 mg unu TA 40/5 mg 3a 2 ceamuun. Cnex ToBa NalMEHTHTE ¢a MOIJIOXKEHH Ha 6-
CeAMHYEH NepHOoA Ha neveHue ¢ no-sucoka no3a TAX 80/10/12,5 mg u TA 80/10 mg. I'pynara Ha
Tepanus ¢ TAX AeMOHCTPpHpa 3HAYUTEHO MO-ToAaMo noHwxkenue Ha cpeaHoto CKH B nokoii B
cpaBHeHuMe ¢ rpynara Ha Tepanus ¢ TA (-18,7[1,1] enpamo -12,2 [1,1] mmHg, P<0,001). Cxoauu
pe3ynTaTtu ca HabnroaaBaHu 3a npomeHH B cpeaHoTo JIKH B nokoii (9,3 [0,6] cnpsaMo -7,0

[0,6] mmHg; P=0,013).

KnuHnHuHa e@ukacHOCT U 6€30nacHOCT Ha ABOHHHTE KOMOWHALHH

B ABOHHO-CNANO KOHTPOIHPAHO KIHHHYKHO H3NUTBAHE (=087 nmauMeHTH, OLiIeHEHH 32 €(PHUKACHOCT)
NPH NALUEHTH, KOHTO HE CE MOBNHABAT OT JCYEHHETO ¢ KOMOHHALIMATA
TenMucapras/xuapoxnoporuasua 80 mg/12,5 mg e HabmoaaBaHo NocTeNneHHO YBENHYaBaHE Ha
edeKTa Ha NNOHMKaBaHe Ha KpbBHOTO HandraHe ¢ 2,7/1,6 mm Hg (CKH/IKH) npu komGunauusaTa
80 mg/25 mg cnpsAMO NMPOAB/LKHATENHO NeYeHHe ¢ KomMOuHauuaTa 80 mg/12,5 mg (pa3nHka B
CpeAHUTE MPOMEHH, KOPHIHPAHU CIPAMO U3XOAHOTO HUBO). B nmocneapaulo KIAKHHYHO H3ITHTBAHE C
koMOuHauusTa 80 mg/25 mg ce Habmoaasa JONBJIHUTENHO NOHHKABAHE HA KPBBHOTO HANATaHE
(u3pazaBaro ce B 06110 noHwkasaHe ¢ 11,5/9,9 mm Hg (CKH/TKH)).

B 06061eH aHanu3 ot gBe cxoaHH 8-ceaAMUYHH ABOMHO-CIICMH MiianeGo KOHTPONHPAHH KITH
n3nuTBaHuA copamo 160 mg/25 mg sancapran/xuapoxnoporuasud (n=2 121 nauumeHTH, OL .
epuKacHoCT) € HabAIOAABAH 3HAMHMO MO-TONIAM e(EeKT Ha MOHWXKABAHE HA KPLBHOTO HA/IA l—@?’ R

2,2/1,2 mm Hg (CKH/JIKH) (pazn1ka B cpeIHHTE MPOMEHH, KOPHTHPaHH CNPAMO U3XOAHATO*HHU



nomnsa Ha komMOuHauuaTa 80 mg/25 mg TenmMuUcapTan/XuapPOXA0pOTHA3HI.

Crvpoeunocv0o6a npesenyus

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA €DEKTUTE OT NPUIIOKEHHUETO HA TEIMUCAPTAH, pAaMUNPUI U KOMOMHALMATA OT TEAMUCAPTaH
H PaMHNPHA BbPXY Pe3yNTaTHTE NO OTHOLLIEHWE HA ChpAEHHOCHAOBATA CHCTEMA, NMpH 25 620
MalKHeHTH Ha Bb3PacT = 35 roaAMHM, C aHaAMHE3a 3a KOPOHAPHA apTepHainia 60onecT, MO3bUYEH UHCYT,
NpexoAHO HapyLUIEHHE Ha MO3BYHOTO KpbBOODpalleHHUE, YEpEKIaHe Ha NepUEepHHA apTEpUH HIIH
3axapeH auaber THN 2, CbIbTCTBAH C JAHHH 32 YBPEKIAaHE HA NPHLENHUTE OpraHM (Kato
PETHHONATHA, JIEBOKAMEPHA XUNEPTPOPHA, MAKPO- WK MUKPOANIOYMUHYPH ), KOUTO Ca NOMYJIAUHA C
PHUCK OT HACTBNBAHE HA ChPACYHOCHAOBH MHLUACHTH.

[TauneHTHTE Ca paHAOMH3HPAHK B €AHA OT CIEAHHTE TPU rPYINH 3a nedeHue: Tenmucaptad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) unu komOMHauua ot Tenmucaprad 80 mg v pamunpua 10 mg
(n=8 502), nocneaABaHO OT NPOCACAABAHE CHC CPeaHA MPOAB/LDKUTEAHOCT OT 4,5 rOaAMHH.

TenMucaprad noka3sa cXoieH edekr ¢ paMHNpPUA NO OTHOLLIEHHE HAMANABAHE HA TbPBUYHATA
CLCTABHA KpaiHa TOUYKa OT ChpAevYHOCHAOBA CMBPT, HeaTaneH HH(apKT Ha MHOKapaa, HedaTaneH
MO3BbYEH HHCYJIT WIH XOCNHUTANN3aUHA NOPadH 3aCTOHHA ChbpAeYHa HeAOCTaTb4YHOCT. YecToTaTa Ha
MbPBAYHATA KpaHa TOYKA € CXOAHA B rpynuTe Ha TeaMucaptat (16,7%) u pamunpun (16,5%).
KoedHuueHTET Ha pUCK NpH TenMHcapTaH cnpamo pamunpun € 1,01 (97,5% CI 0,93 —1,10; p (1e no-
Masika edbukacHocT) = 00,0019 npu mapx ot 1,13). IIpoueHTET Ha clydyanTe Ha CMBPT MO BCAKA
npHyYKHa € cboTBETHO 11,6% u 11,8% npu nanueHTHTE, NEKYBAHH C TeIMHCApTaH U pAMHITPWIL.

YcTaHoBeHO e, ue e)eKTHBHOCTTA HA TEIMHUCAPTAH € CXO/iHa C Ta3d Ha PaMHUIPHI NIPH NpeABapHTENIHO
Onpeac/iCHATa BTOPYMYHA KPaHHa e OT ChbPACYHOCHAOBA CMBPT, HedaTanieH HHapKT Ha MHOKap/aa H
HeaTtaned Mo3bued HHeyar [0,99 (97,5% C1 0,90 —1,08; p (He no-manka edukacnoct) = 0,0004)],
NbpsHYHA KpaiiHa Uen B pedepentHoTo npoyusaHe HOPE (The Heart Outcomes Prevention
Evaluation Study), xoeTo Hacnensa edexra Ha paMUNpUn cripsaMo muaueto.

B npoyusaneTo TRANSCEND ca panaomu3upann naureHTH ¢ HenoHocumocT kbM ACE-]
HHXHOMTOPH, HO HHA4YE CbC CXOAHH KPUTEPHH 3a BKIIIOUBaHe KakTo B npoyuraHeTo ONTARGET 8
rpymna, npuemauia reamucaprat 80 mg (n=2 954) unu naauebo (n=2 972), kaTo U ABaTAa NPOLYKTA CE
NPUNAraT B AOMbJIHEHHE KbM CTAHAAPTHOTO NeueHue. CpeaHaTa npoabDKHTEHOCT Ha NpociieasBaHe
e 4 ronuHu H 8 meceua. He ce ycraHOBsBa CTATHCTHUECKH 3HAYMMA PARIMKA B 4ECTOTATa Ha
NbPBUYHATA CHCTaBHA KpaiHa TOuKa (ChpACUHOCHAOBA CMbBPT, HedaTaneH HH(pAPKT Ha MHOKAapAa,
HedaTaicH MO3bYEH HHCYIT WK XOCIIMTAIU3ALUUA [IOpadH 3aCTOHHA CbpAeYHa HEAOCTATHUHOCT)
[15,7% B rpynarta Ha TenMucapTtaHd U 17,0% B rpynara Ha nnauebo, ¢ koepuumeHT Ha puck 0,92

(95 % C1 0,81 -1,05; p=0,22)]. Uma naHHHM 3a non3aTa OT TEIMHCAPTAH B cpaBHEHHE ¢ nuiauebo no
OTHOLUEHHE Ha NPEARAPUTETHO OfpecieHaTa BTOPMYHA ChCTaBHA KpaliHa TOYKA OT CbpACYHOCHAOBA
CMBPT, HedaTaneH HHPAPKT HA MUOKapaa H HedaTaneH Mo3bueH HHeynT [0,87 (95% CI1 0,76 —1,00;
p = 0,048). Hama nasHu 3a nosza rno OTHOLUEHHE HA HAMAJISBAHE HA CbPACYHOCHAOBATA CMbPTHOCT
(koeduuueHT Ha puck 1,03, 95% CI 0,85 —1,24).

Kauinviia » aHruoeZieMm ce cbobiasat no-paako npH NaLMEHTH, JJEKYBAHH C TEIMHCAPTaH, OTKONKOTO
NpH NAUMEHTH, JIEKYBAHH ¢ paMUNIPUI, JOKATO NPH TEPArnusa ¢ TEIMUCApTaH Mo-4ecTo ce Choduasa 3a
CAy4au Ha XHUITOTOHMA.

KombuHupaHeTo Ha TeIMUCapTaH ¢ paMUIIPHA HE 1aBa JOMBIHUTEIHA O34 CIPAMO
CaMOCTOSTE/IHATA TEpanMs C paMHUIPUI WIH TeaMHcapTaH. CbpaeuHOCBHAOBATA CMBPTHOCT U

CMBPTHOCTTA MO BCAKA MPHYHHA, KaTO YHCIEHO U3PAKEHHE, Ca [I0-BHCOKH MPH KOMOUHHPAHOTO
neyenue. OcBeH TOBA, HMa 3HaYHMO MO-BUCOKA YECTOTA Ha XUMepKanneMus, OubpeuHa
HEAOCTATHbHHOCT, XHIIOTOHUA K CHHKOII B pAMOTO C NMaUHEHTH Ha koMOuHHpaHo neuenue. 1
Ta3H MPUYUHA, eAHOBPEMEHHATa yrioTpeda Ha TeaMUCAPTaH U PAMMIPHI HE CE NPENOPbUB
MOMYJIALHA.




B npoyusaHeTo “llpo¢puiakTuueH pexcum 3a eQPEKTUBHO fipeanaspaHe OT MMOBTOPEH MOIbUYEH HHCYIIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu natuentu Ha 50
FOJAUHH WIK NO-Bb3PaCTHH, KOWTO HACKOPO €& MOJYYHIIH MO3BbUEH HHCYIIT, c€ 3a0e/1A3Ba MOBHIIEHA
4E€CTOTa Ha Bb3HWKBAHE Ha CencHc npy TeaMucapTaH B cpaBHeHUe ¢ mnauebo, 0,70% cripamo 0,49%
[RR 1,43 (95 % noeepureneH nutepsan 1,00 — 2,06)]; yecTtoTata Ha Bh3HMKBAHE Ha CencUC ¢ daTaneH
M3X04 € NOBULLUEHA NPH NaLMeHTUTE, npueMawu TeaMucaptaH (0,33 %) cripamMo rnaLuMeHTHTe Ha
nnauebo (0,16 %) [RR 2,07 (95 % nosepurenen uurepsan 1,14 — 3,76)]. Habnronasanara nosuwiena
4e€CTOTA Ha Bb3HUKBAHE HA CENCHC, CBbP3aHa ¢ ynorpebaTa Ha TEIMUCAPTAH MOXE Aa € CJIYYaiiHo
OTKPUTA HNH 1A € CBbp3aHa ¢ MEXaHW3bM, KOHTO € HENO3HAT 32 MOMEHTA.

JIBe ronemu paHaoMusupanu kovrpoaupanu npoyusadus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rnobanHo u3nursaHe 3a
KpaiiHH TOYKH Ha TEJIMUCAPTaH, CAaMOCTOATENHO W B KOMOMHauus ¢ pamunpun) 1 VA NEPHRON-D
(KnuHM4YHO NMpoy4BaHe CBbP3aHO C pa3BUTHE Ha HedponaTHA Npy aHabeT, NPOBEAEHO OT
MHHHCTEPCTBO NO BLIIPOCKHTE HA BETEPAHMUTE) — MPOYUBAT yrniorpedara Ha koMburauuara ot ACE
HHXHOUTOp W aHrHoTeH3UH |I-peuenTopeH bnokep.

ONTARGET e npoyueaHe, npoBeIcHO NMPH MALMEHTH C aHAMHE3a 3a CbPACYHOCHAOBA HITH
MO3BYHOCHAOBA 00ECT, UK 3axapeH nHader TUN 2, MPUAPYXKEHH C AaHHM 3a YBPEXKJaHe Ha
eQeKTOpPHH OpraHH.

VA NEPHRON-D e npoyusaue npu naureHTH ¢bC 3axaped auader tun 2 u quabetHa HedponaTus.
Te3u npoy4BaHHUA HE MOKA3BAT 3HA4YMM OnaronpusareH ePekT BrpXy ObOpeuHuTe Wu
ChpPACYHOCBAOBUTE NMOCICAHLHA H CMBPTHOCT, KaTO ChIIEBPEMEHHO ca HabNAaBaHKM NOBHILECH PUCK
OT XHNEPKAIHEMHA, OCTPO YBpeXKaaHe Ha Ob0peunTe H/HIH XHIIOTOHHA B CPaBHEHHE C
MOHOTepanusATa. Kato ce HMaT npeABHA CXOAHUTE UM (PapMaKkOAHHAMHYHH CBOHCTBA, TE3H PE3y/ITaTH
ca npuaokuMu U 3a Apyru ACE unxuburopy u anrnorensut [l-peuernrropiun 6nokepu.

ACE unxubutopH ¥ anruoreHsuH Il-peuenropuun 6aokepu cneposarenHo He TpabBa Ja ce H3Moa3Bar
€HOBPEMEHHO MPH NalMEHTH ¢ AMabeTHa HedponaTus.

ALTITUDE (Knuuuuno npoyusaHe NpoBeAcHO ¢ AIMCKHPEH {IpU MALHEHTH Ch¢ 3aXapeH auabeT THI
2 ¢ H3MOI3BAHE HA CHPACYHOCHIOBH H OBLOpeyHH 3a00NABaHHA KaTO KpaitHH TOUKH) € NpOy4BaHe,
npeAHa3HA4YE€HO 1a U3C/EeABa NMoN3arTa OT A00aBAHETO HA alTHCKHPEH KbM cTaHnapTHa tepanisg ¢ ACE
HHXHOUTOP WK aHrHOTeH3HH [[-pelenTopeH Gaokep NpU NaLMEHTH CBC 3axaped guabder TMn 2 M
XpoHHYHO OLOpeuHo 3abonapane, cxpAeuHOCHAOBO 3a00naBane uau ¥ asete. [IpoyuBaHeTo e
NPEKPATEHO NPEXASBPEMEHHO NOpaaH MOBHILUEH PHCK OT HEOMaronpuATHH nocaeamud. Kakro
CHpISHHOCHIOBATA CMBPT, TAKA H HHCYJITHT Ca [0-4YE€CTU B I'pynaTa Ha aJTUCKHPEH, OTKOJIKOTO B
rpynara Ha ruiane®o, a NpeacTaBagBaLLIMTE UHTEPEC HEXENaHU ChOUTHA M CEPHO3HH HEKeNlaHH
CbhOMTHA (XUnepkanueMus, XunoToHus 4 6L6peuna nuchyHKLNA) ce chOoOLIABAT MTO-4ECTO B rpynaTa
Ha aIMCKHPEH, OTKONKOTO B rpynara Ha fnnatefo.

EnuaeMHONOrHYHUTE NPOYYBAHHA MOKA3BAT, Y€ ABJIFOCPOMHOTO JIeHEHHE ¢ XUAPOXJIOPOTHA3HA
HaMaJisBa PUCKa OT CbPACYHOCHAOBA 3a00/1€BaAEMOCT M CMBLPTHOCT.

KbvM MOMeHTa ehexkTHTE Ha QUKCHpaHaTa 0030Ba KoMOMHALIMATA TEIMUCAPTaH/ XHAPOXJIOPOTHA3H
BbPXY CMBPTHOCTTA M ChPACYHOCHAOBATA 3a00/1eBa€MOCT HE Ca U3BECTHH.

H3numearne Ha newenue 3a npounraxmuxa Ha cvpoeven npucnvn (ALLHAT)
PanaomusupaHo ABoifHOCNANO npoy4BaHe 3a 3abonepaeMocT H cMBpTHOCT ALLHAT

(AHTHXHAMEPTEHIUBHO U JIMNHAONOHHKABALLO JICUCHHE 33 NPOPHIIAKTHKA HA CHPACUEH NPHCTHIT)

(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e npoBeaeHo ¢ uen
CPaBHABAHE HA HOBHTE TEPAIMK: aMIoAUNKH 2,5-10 mg/aeH (kanLMer aHTATTOHKCT) HITH JIH3U
10-40 mg/aen (ACE HHxuOUTOP) € THA3MAHKUA AMYPETHK XJIOPTanuaoH 12,5-25 mg/neH ka
OT ITbpPBa JIMHUA [TPU NAUMEHTH C JIeKa A0 YMEPEHA XMINEPTOHHS.




MPoOCJeNEHH 3a cpenHo 4,9 roauuu. [fandeHTHTE ca KMaliK NOHEe elWH JOMTbHUTENEH PUCKOB (pakTop
3a KOpoHapHa OONECT Ha CHPLETO, BKIIOUYMTEIHO NPEALIECTBALL MHOKapAeH HHAAPKT MU HHCYAT (56
Mecela Mpeau BKAOYBAHE B MPOYYBAHETO) UK AOKA3AHO APYTO aTEPOCKICPOTHYHO ChPAEHHOCHAORBO
3abonsasaHe (Haa 51,5%), 3axapen auader tin 2 (36,1%), HDL-C <35 mg/dl nnu <0,906 mmol/|
(11,6%), nesokamepHa xuneprpodus, AMarHOCTHLMPAHA Ype3 eNEKTpoKapAHorpaMa iy
exokapauorpapus (20,9%), Hactosium nywauu (21,9%).

[TbpBHuHaTa KpaiiHa Touka € 6MN1a ChCTABEH NokKaszaren ot GaTaneH KOPOHApEH HHLHAEHT HJIN He-
¢dataneH MHokapaeH nHdapkT. He ca HabnionaBaHK 3HAYHMH pa3IHYHA NO OTHOLLEHHE HA
NMbPBHYHATA KPaifHa TOUKA MEKAY TEPANUATA C AMNOAUIUH U TEPANHATA C XJIOPTATHIOH: KOSPHIIHEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. Ilpn BTOpHUHHUTE KpaiHHA TOYKH, YECTOTATA Ha CLpAEUHA
HeI0CTaTbYHOCT { KOMITOHEHT Ha CbCTaBHAaTa KOMOMHHMpaHa CbpAE4HOCHA0BA KpaiiHa Touka) € Ouna
3HAYHTENHO MO-BMCOKA B IPYINAaTa Ha aMJIOAUINMH, OTKONKOTO B rpynara Ha xjaoptaauaoH (10,2%
cnpsamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpeku ToBa, He ce HabntoaasaT 3HauHMMH
pa3iyus Mo OTHOLIEHHE Ha o011aTa CMBPTHOCT MEXKIY rpynarta Ha Tepanus ¢ aMJI0IMITHH K Ta3H Ha
Tepanus ¢ xnopranuaoH RR 0,96 95% Cl [0,89-1,02] p=0,20.

Hemenanomen pax Ha xodxcama

B3 0CHOBA HA HANTHYHHTE JAHHH OT €NMUAEMHOMOMHYHH NTpoyUBaHHUA € HabNOaaBaHAa 3aBHCHMA OT
KyMynaTHeHaTa a03a Bpb3ka Mexay XXT3 n HMPK. Eqdo npoyueaHe BKITHOUBA NoMNyJiaLus,
cberodwa ce or 71 533 caydan Ha bKK u 8 629 cimyyau Ha CKK, v nonynauma ot cbOTBETHO

1430 833 u 172 462 noaxoaamm kouTponu. Bucokara ynorpeda Ha XX T3 (kymMynaTusHo

>50 000 mg) e cebp3ana ¢ kopurupas OR 1,29 (95% JIH: 1,23-1,35) 3a BKK n 3,98 (95% JIH:
3,68-4,31) 3a CKK. HabntonaBsana e scHa Bpb3ka KyMyJaaTHBHA 403a-01roBop kakTo 3a BKK, Taka v 3a
CKK. JIpyro npoyusaHe NoKa3sa Bb3MOXKHA Bpb3ka Mexay paka Ha YCTHHTe (CKK) u ekcniosuumsTa
Ha XXT3: 3a 633 cnyuad Ha pak Ha YCTHHTE € noadpaHa nomynauMs ot 63 067 noaxoaauu
KOHTPOJIH, KaTO C€ U3MON3Ba CTPATETHA 3a B3eMaHe Ha npobu, onpeneneHa ot pucka. JleMoHcTpMpaHa
€ Bpb3Ka KyMyJlaTHBHA 103a-0TroBop ¢ kopurupatd OR 2,1 (95% OU: 1,7-2,6), napactsawy xo OR 3,9
(3,0-4,9) 3a Bucoka ynotpebda (~25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHcOKaTa KyMyJlaTUBHA 1034
(~100 000 mg) (Bx. cbmO TOUKZ 4.4).

5.2 QapMaKOKHHETHUYHH CBOHCTBA

EHHOBPEMEHHDTO NPHJIOXNKCHHC Ha aMJIOOHUITHH, XHAPOXJIOPOTHA3H H TCIMHCAPTAH NPH 3/1paBH
ﬂOﬁpOBOﬂuH HE TPOMCHA cbapmalcoxuﬂemxa'ra Ha KOSATO H a € OT ChCTABKHTE.

Abcopbuus

Teamucapran: IIUKOBHTE KOHLIEHTPALWY HA TEAMUCApPTaH CE€ NOCTHraT B paMkuTe Ha (,5—1,5 yaca
clieA nepopaned fnpueM. AOcomoTHaTa OMOHANTMYHOCT HA TeIMKcapTaH B 103 40 mg 1 160 mg e
cBOTBETHO 42% u 58%. XpaHarTa feko CHWkaBa OMOHANHYHOCTTA HA TEIMHUCAPTAH KaTO PeAYKUHATA
Ha MJIOLLTa NOJ KpHBaTa rasMeHa KoHUeHTpalHs-speMe (AUC) Ha TenMucapras € ot okono 6% npu
40 mg no3a u oxosio 19% npu 160 mg nosa. Tpu yaca cnea NPUIOKEHHUE MIIA3MEHHTE KOHLIEHTPALIHMH
ca noaoOHHU, HE3aBUCHMO JajIH TEIMHCAPTAH € NPHIOKEH Ha r1aaHo WK ¢ XpaHa. He ce ouakBa
cnabara penykuus 8 AUC na npeausBuka peayKuus B TepaneBTHYHATa eukacHOCT. TenmucapTan He
KyMYJIHPA 3HAYHTE/HO B NAa3MaTa NpH NOBTOPHO NPUIOKEHHE.

AmnoaunuH: Cnea nepopanHo NpHIOKEHHE Ha TEpanNcBTHUYHA 1034 AMJIOJMMHH, MAKCHMAJTHA
MniazMeHa KOHLIEHTpaUMA ce JOCTHra 3a 6-12 vaca. AbcontorHaTa OMOHaANHYHOCT € MexXAY 64% u
80%. BUOHANMHYHOCTTA Ha aMJIOAKIIMH HE C€ MOBJIMABA OT NPUEMA Ha XpaHa.

Xuapoxnoporyasua: [IHKOBUTE KOHLEHTPALMH Ha XHIPOXTOPOTHA3H C€ OCTUrAT B DAMKHTE Ha
npubnuzurento 1 — 3 yaca cnea nepopaied npueM Ha TomyTpuc. AGConOTHaTa GUOHANIHYHOCT,
6a3upaHa Ha KyMyNaTHBHATA PEHATHA EKCKPELIHA Ha XMAPOXJIOpoTHa3u, € okoJio 60%.

PaznpeneneHue

TenmucapraH ce CBbP3Ba B rOJIAMA CTENCH ¢ U1a3MEHUTE NPOTEeHHH (99,5 %), rnasuo ¢ andy,
anda 1-kucen rnukonpotTedH. CpeaAHHAT NpUBUACH 00eM Ha pasnpeaeieHue e okono 500 s
KOETO NMOKa3Ba ACITLIHUTENHO CBbP3BAHE C ThKaHUTE. 3
Amnoaunua: ObeMbT Ha pasnpeaenenue e npubnusutenHo 21 L/kg. In vitro npoyuBatns K3



ye NpuOAH3HTENTHO 97,5% OT LMPKYNIHPALLOTO JIEKAPCTBO CE CBBP3Ba C U1a3MEHHTE NPOTEHHH.
XuapoxnopoTuaszua ce cebp3Ba B 64% ¢ nnasMeHuTe NPOTEUHH U NPUBHAHHUAT My 00eM Ha
pasnpeaencHue € 0,83+0,3.

buotpaHchopmauus

TeamucaptaH ce Metabonusupa upes KOHIOrauMs Kato 0Opa3yBpa $apMaKoNIOrHUHO HEAKTHBEH
ALMNTTIOKYPOHHA. [ NIOKYPOHUABT HA OCHOBHOTO BEIUECTBO € €IMHCTBCHHUAT MeTabonur,
HaeHTHGHUHPaH nNpy YoBeka. Cnel eAHOKpaTHa a03a benssan ¢ paanoaktrHeed Bbriaepon C
TEJIMHCApPTaH IMIOKYPOHUABLT npeacTasasaBa npudbnuszutenHo 11% ot n3mepeHara paaAHOaKTHBHOCT B
niasmara.

LuToxpom P450 nzoeH3uMHUTE HAMAT yHacTHe B MeTaDOMIM3MA Ha TEJIMHUCAPTAaH.

AmnoaunuH: TepMUHATEHUAT €TMMUHALIMOHEH N1A3MEH NMOMYXKHUBOT € npubnusurentHo 35 no 50
yaca, NpH eHOKpaTHa JAHEBHA 1034.

XHAPOXJI0pOTHA3K HE ce MeTabonu3npa npu xopa.

EnumMuHHpane

Tenmucapran: KakTo cneq MHTpaBeHO3HO, TaKa H C€ NEPOPATHO npuiaoxeHue Ha “C-Genszan
TENMUCapTaH, MNo-roaaMara 4acT oT npuerara ao3a (>97%) ce enuMHBHUpa ¢ H3NPAKHEHHUATA Ypes
OnnuapHa exckpeuuds. B ypuHaTa ce OTKpUBAT CaMO HE3HAUYHTENHH KOHYecTBA. TOTaNHUS ru1a3MeH
KJIMHPBHC Ha TEJIMUCAPTAH clie] NMEpopanHo npuiaoxkeHHe € > 1 500 ml/min. TepMuHanuusT
eIHMHHALHOHEH NOMYKHBOT € noseve ot 20 vaca.

AMIIOAMITHH ce MeTaDOMHU3Mpa B 3HAUKTENHA CTeNeH OT YepHHUI Apod N0 HEAKTUBHH META0OIMUTH,
KaTo B ypuHaTa ce ekckpetHpaT 10% ot nekapctpoTo B HenpoMeHeH Bua M 60% ot MeTtabonuTuTeE.
XHIPOXJIOPOTHA3H C€ EKCKPETHPA NOYTH H3UAMO HENMPOMEHEH ¢ ypHHaTa. Oxono 60% or
nepopanHara 4o3a ¢¢ CIMMHHHpa HenpoMeHeHa a0 48 yaca. buOpeuHHaT KnupbHC e okono 250 — 300
ml/min.

TepMHHATHUAT eNHMUHALNOHEH NoMyXHBOT € 10—15 yaca.

JINHeHHOCT/HEANHEHHOCT

Tenmucapran: papMaKOKHHETHKATA HA NEPOPATTHO NPHIIOKEHHA TENMHUCApTaH ¢ 4034 oT 20 — 160 mg
¢ HelTMHeHHa, KaTo ce HabnoaaBa No-rojaMo OT NPONOPLHOHATHOTO NMOBUIIEHHUE HA TUIA3MEHHUTE
KOHUEHTpAUWK (Cnax 1 AUC) npy noeHlaBaHe Ha OO3MTE. TelMHUCapTaH He KYMYJIHpa 3HAYMMO B
nlta3Marta NnpH MOBTOPHO NMPHJIOIKEHHE.

AMIIOAWITHH H XHAPOXJIOPOTHA3H], MOKA3BAT JIMHEHHA (papMaKOKHHETHKA.

DapmMaKoxunemuxa RPY CReYUATHY NONYAAYUU

Ctapuyecka BB3pacT

DapMaKOKMHETHKATA HA TEIMHUCAPTAH HE C€ Pa3H4aBa MEXKIY MALUUMEHTH B CTAPYECKA Bb3PacT H Mo-
MJIAINTE MALHEeHTH.

BpemeTo 3a n0CTUraHe Ha NAKOBUTE IUTA3MEHH KOHLIEHTPaUUH aMJIOMIHH € MoA00Ho npy HHAWBHIH
B CTapuyecKa Bb3pacT U Mi1aau MHIUBUIM. [1pU nauMeHTHTE B CTapUECKa Bb3pacT, KIHPBHCHT Ha
aMJIORUMUH HAMAIABA, KOETO HMA 3a pe3yNnTaT yeenuyapaHe Ha AUC U eNHMHHALUMOHHHA MONYXHBOT.
Yeenuuenuero Ha AUC U eTMMHHALMOHHHA MOMYXKHBOT MPH MALMEHTH CbC 3aCTOHHA ChpAEYHA
HEeJOCTaThbYHOCT ¢a HunM crnopen 04akBaHETO 3a CHOTBETHATA Bb3pacToBa rpyna.

[Ton
[Ipu skeHH MNasMeHUTE KOHLEHTPALMH HA TeIMKcapTaHd o0u4aitHo ca 2 — 3 MbTH NO-BUCOKM,
OTKONKOTO NMpH MbXke. B kMHU4YHUTE npoy4yBaHua, o0aue, NpH XKeHH He ce HabnoaaBaT 3HAYHUMO
YBCAHYEH OTTOBODP Ha KPbBHOTO Ha/lAraHe WIK YeCTOTaTa Ha opTocTaTHYHA XHnoToHusa. He ce Hanara
NpeuH3HpaHe Ha NO3aTA.

an AKCHH MMA TCHOCHUMA KbM NO-BHUHCOKH TV1A3MCHH HHUBA Ha XUAPOXJIOPOTHA3HO, OTKO
Mbxe. Tora oDaye HAMAE KJIHHUYHA 3HAYHMOCT.




b1u6peuno yBpexaaHe

[Ipu nauueHTH ¢ OBOPEYHA HEAOCTATBYHOCT, NOAJIOKEHH HA AHAIN3A, ce HADIIOAABAT NO-HUCKHK
naasMeHd KoHueHTpauuy. [1pu nauneHTy ¢ 6b0pedHa HEAOCTATLHHOCT TEIMHCAPTAH Ce CBBP3Ba B
rojisiMa CTEMNeH C N1asMeHrs NPOTEHH K He MOXKe Aa Obae OTCTpaHeH 4Ypes auanu3a. [Ipu nauHeHTH ¢
O0b0peuHO yBpexXaaHe ENMMUHALIMOHHUAT NOJAYKHUBOT HE € TMIPOMEHEH.

[Tpu nauneHTH ¢ HapyuwieHn 6b6peyHa GyHKUMA CKOPOCTTa HA eTHMMHHPAHE HAa XHAPOXJIOPOTHA3HA €
peRyuupaHa. B eaHO THIHYHO MPOyUBaHe, BKIIOYBALIO NAUHEHTH CbC CPEAEH KPEaTHHHHOB KITHPBHC
90 ml/min, enMMHHALIMOHHHUAT NOJTYXKHBOT HA XMAPOXI0pPOTHA3HUL Ce YBenuuasa. [Ipy ¢yHKUMOHATHO
aHe(PpHUUHU NMALIMEHTH €THMHHALUHOHHHA NMONYXKHUBOT € OKOJO 34 yaca.

YepHoapoOHo yBpexaane
OapMakOKHHETHYHHTE NPOYYBAHHA MPH NALKMEHTH C YEPHOAPOOHO YBPEKIAHE MOKA3BAT NOBHIIABAHE

Ha abcontoTHara GnonanuyHocT Ao okono 100%. Ipu nauueHTH ¢ yepHOAPOOHO yBpEXKIaHE
CTHMHHAUHOHHHUAT NOAYKUBOT HE € MPOMEHEH.

HimMa MHOTO OrpaHH4eHH JaHHH 33 NPHJIOKEHHETO HA aMJOAMITHH NPH MALMEHTH ¢ YEPHOAPOOHO
yspexcaaHe. [TauneHTure ¢ uepHoaApoOHa HEAOCTATBHHOCT UMAT NOHHXKEH KIIMPBHC HA AMIOAUIHH,
BOJELL 10 NO-ABbJIbI NOJTYXKHBOT M roBuiasaHe crolHocTure HAa AUC ¢ npubnusurento 40-60%.

[leguaTpHyHa nonyjianus

[IpoBeneHo e nomynauHoHHO hapMakOKMHETHUHO NPOYYBaHe NMpH 74 aeua ¢ XMMEPTOHHMS HA BB3PAcT
ot | ao 17 roaunu (34 naumedTH Ha BB3pacT oT 6 A0 12 roauHH H 28 naumeHTH Ha BBh3pacT ot 13 a0
17 roannm), npHeMaluy aMIONUNHKH B 103a Mexay 1,25 1 20 mg, BeaAHbX WK ABA METH OHEBHO. [pH
Aeuara Ha Bb3pacT oT 6 10 12 roauHHU M 10HOWHKTE HA Bb3pacT 13-17 roAMHM THNMHUHKMAT OpasieH
knupsHe (CL/F) e chotBeTHO 22,5 1 27,4 |/uac npu MBxkeTe U cboTBeTHO 16,4 1 21,3 /uac npu
xexute. Habmonaea ce ronama BapHabuiHOCT B excniosuuuaTa. J{aHHuTe npy aeLa Ha Bb3pacT noa 6

rOAaHHH Ca OrpaHHuYEeHH.

53 [IpeaxnaRABEYAH NaHHR 32 0€30NACHOCT
Cevpianu c mermucapman u Xuopoxaopomuauo

I1pn npeaKNTMHUUHK MPOYYBAHHA 3a DE30MACHOCT C €HOBPEMEHHO MPHIIOKEHHE HA TEJIMHCAPTAH H
XHAPOXJIOPOTHA3UA NPH HOPMOTEH3UBHHU IUTBXOBE H KYUeTa, 1034, BOJEILH A0 €KCIMO3HUHUA, CPABHAMA
C Ta3H B KIIHHHYHHA TEPANeBTHYEH IHANA30H HE NMPEaH3BHKBAT e(eKTH, paljiInyHH OT HabmoaasauuTe
NPH CaMOCTOATETHOTO NMPUWIOKEHUE HA ABETE BellecTBa. HabnoaaBaHWTEe TOKCHKOAOIHYMHHE HAXOOKH
HAMAT OTHOLLIEHHE KbM H3MOM3BAHETO 34 TEPANEBTHYHH LISIH NPH YOBEKa.

TOKCHKONOrHYHHUTE HaXOKH, 10Ope NO3HATH OT NPEAKTHHHYHHTE NPOYYBaHHA HA MHXMOHTOPH Ha
AHrCHOTEH3HH KOHBEPTUPALLMA €H3HUM H aHruoTeHsHH 1l peuentopuu 6n1okepn ca: HamansBaHe Ha
NnapaMeTpuTe Ha YCPBCHHTE KPbBHH KIIETKH (EPHUTPOLIUTH, XEMOIrTOOHH, XEMATOKPHT), TPOMEHH B
610peuHaTa xemoaAHHaMHKa (MOBHILIEHO HHBO HA YPEEH A30T B KPbBTA H KPEATHHHH), MOBHLIEHA
AKTHBHOCT Ha MJIa3MeHHA PEHHH, XHIIEPTPOPUL/ XHITEPIIa3HA Ha FOKCTArIOMEPYIAPHHTE KINETKH H
YBpe:KJaHe Ha CToMallHaTta nurasMua. CTOMaWHKTE JIE3HH MoraT Aa Obaar

[peA0TBPaTEHH/ OTPAHUYEHH Upe3 NEepopanHo Ao0aBsHe Ha PA3TBOP HA HATPHEB XJIOPHI M IPYNOBH
KHNULIA 33 )KUBOTHHTE. [IpH Kyyeta ca Habmoaasanu 66peuHa TyOynapHa aunaraums M arpodus.
CuuTa ce, ye Te3n HaXOAKM CE Ab/DKAT Ha GapMaKOoNIOTHYHATa aKTHBHOCT Ha TenMHcaptaH. He ca
HaOMoAaBaHH e(EeKTH Ha TEJIMHCAPTAH BbPXY (GEPTHINTETA Ha MBbXKH H )KEHCKH HHANBHIM.

Hsama acHH JaHHK 33 TepaTOreHeH ebeKT, BBIIPeKH TOBA IPH TOKCHYHM JO30BH HUBA HA TeJMHCAPTaH

TErNn0 U 3a0aBCHO OTBapAHE HA OUHMTE.

Hsama qokasarencTsa 3a MyTareHHOCT H CbOTBETHA KJIACTONeHHa aKTHBHOCT Ha TENMHUCa
H3NUTBAHUA IR Vilro U KApUHHOTEHHOCT NpPH MIIbXOBE U MULkH. [IpoyyBaHHATA ¢ XMAPO
AABaT HECHTYPHH AAHHH 332 NTeHOTOKCHYHOCT WIH KapUMHOreHHH €(PEKTH NPH HAKOH



CKCIIEPUMEHTATHH MOAEIIH.
3a (peTOTOKCHUHHSA MOTEHLIHAN HA KOMOHHALMATA TEIMHCAPTAH/XHOPOXJIOPOTHA3H BUXTe ToukKa 4.6.

Cevp3anu c anrodunun

Penpoodyxmuena moxcuunocm
PenpoaykTuBHHTE POy4BaHHs NPH TUTHXOBE M MHLLKHM MOKA3BaT 3aKbCHANIO PAXKAAHE, YIBIKEHO
pa)KJaHe H HaMalleHa NPEXKHBAEMOCT HA MANKHUTE NPH A03H NpUONU3KTENHO 50 MBTH MO-BUCOKH OT

MaKCcHMaJTHaTa NpenopbYMTEIHA 103a ITPH Xopa Ha Oa3zaTta Ha mg/kg

Hapywenue na pepmunumema

He e ycraHoBeH e¢ekT BbpXy (PEepTHWIMTETA HA [UTbXOBE, TPETHPAHH ¢ AMIOAUNHH (MBXKKH 3a 64 qHU
M Ha XeHCKH 3a 14 AHHu npean uudTocsane) npy ao3m ao 10 mg/kg/nen (8 nyTu* MakcumanHara
npenopbUMTENHA A03a Npu Xopa 10 mg, u3umcneHa Ha Hasata Ha mg/m?2 ). B apyro npoyusaue npH
[UTbXOBE, B KOETO HA MBXKKH IUITHXOBE € Npujiarad aMJIoAHNHHOB Oe3unar B npoab/keHune Ha 30 AHM
npH 103a, CpaBHAMa C J03aTa NpH xopa Ha 6a3ata Ha mg/kg, ca YCTAHOBEHH MOHMKEHH MIA3MEHH
HHBA Ha QONUKYJIOCTUMYJIHPALI XOPMOH M TECTOCTEPOH, KAKTO H HamMalleHa IUILTHOCT Ha CnepMara
HamaneH Opoi 3penu cnepMmaTuau H KineTku Ha CepTonu.

Kanyepocenesza, mymazenesa

[I1bX0BE ¥ MHILIKH, HA KOUTO € NMpuiarad aMmyIo0AMIIHH C XpaHaTa B MPOABLKEHHE HA BE F'OAWHHU, B
KOHLICHTPAUWH, H3YHC/IEHH TaKa, Y€ 1a OCHIypABaT AHEBHH Ao30BH HHBA 0,5, 1,25 u 2,5 mg/kg/nen,
He MOKa3BaT JaHHH 3a KaHueporeHHocT. Hal-BHcokaTa n03a (3a MULLIKY ONH3Ka 40, a 38 [L1LXOBE
ABOWHO Mo-BUCOKa* OT MaKCHMaNHaTa NpenopbYHTENHA KIHHHYHA no3a oT 10 mg Ha GasaTa

Ha mg/m?) e Guna 6au3Ka A0 MaKCHMAlTHATa MOHOCHMA 1034 33 MHIIKH, HO HE H 33 ILThXOBE.

[IpoyuBanHHsaTa 32 MyTareéHHOCT He MOKa3BAT CBBP3aHH C JIEKAPCTBOTO €(PEKTH HUTO HA F€HHO, HUTO
Ha XpOMO30OMHO HHBO.

*bazupana Ha nauueHT c TenecHo rerno 50 kg

6. OAPMAIIEBTHYHHA JAHHH

6.1 CoHcEK HAR DIOMOIOIEATE BelNleCcTBa

[Tosuaon K30

Harpues xuapokcun

JlakTo03a MOHOXHMApPAT

MernyMuH

Kpocnosupon

MuUKpoKpHUCTaIHa LeIya03a

Harpuee creapun dpymapar

[IpexxenaTHHH3IUPAHO HULLIECTE

Hatpues HuiecTeH rnukonar (Tun A)

Marsesunes creapar

KonouneH 6€3B0AEH CWIHLIMER JHOKCH]

Koar xeneseH okeun (E172) (camo 6 40 mg/5 mg/12,5 mg, 80 mg/10 mg/12,5 mg u
80 mg/10 mg/25 mg mabremxu)

Yepaen xkenesen okcun (E172) (camo 6 80 mg/5 mg/12,5 mg u 80 mg/10 mg/12,5 mg mabremxu)

6.2 HeCHLBMECTHAMOCTH
Henpunoxumo.

6.3 Cpox Ba rogrocTt




3 rOAUHH
6.4 CnenHa/IHH YCJIOBHSI HA CbXPaHEHHe

,J_L’:l CC CbXPdHABA B OPUI'HHAJIHATA OINIAKOBKA, 34 [1d CC MNpCArna3sd OT CBCT/IMHA U BJlara.
To3u JJEKAPCTBECH MNMPOAYKT HE U3UCKBA CIICUHAJTHH TEMIICPATYPHH YCITIOBHUA HA CbXPAHCHHCE.

6.5 JlaHHH 32 OnNaKoOBKAaTA

baucrep OPA/AI/PVC donuno — Al ponmo: 28, 30, 56, 60, 84 u 90 TabneTku, B KApTOHEHA KYTHS.
baucrep OPA/AI/PVC donno — Al poano, kanenaapHa onakoBka: 28, 56 u 84 tabnerku, B kKapTOHEHA

KYTHS.

He BCHMYKM BH/10BE ONMAKOBKH MOraT aa Obaart MmycHaTH Ha nasapa.
6.6 Croeuna/jiHH npeanasHH MEePKH NPH H3XBbPJIAHE
Hsama cneuunanHyu H3MCKBaHMS.

Heu3non3BaHUAT JCKAPCTBCH IMPOAYKT HJIH OTNIAAbYHHUTC MATCPHAJIH OT HEI'O Tpﬂﬁﬂﬂ Jdd CC U3XBBPJIAT
B CbOTBCTCTBHC C MCCTHHTC H3UCKBAHHA.

2 INPUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHHs

8. HOMEP HA PABPELHIEHHUETO 3A YIIOTPEBA
Tonyrpuc 40 mg/5 mg/12,5 mg rabnerku — Per.Ne: 20240070
Tonyrpuc 80 mg/5 mg/12,5 mg tadbnerku — Per.Ne: 20240071

Tonyrpuc 80 mg/10 mg/12,5 mg Tabnerku — Per.Ne: 20240073
Tonyrpuc 80 mg/10 mg/25 mg Tabnerku — Per.Ne: 20240072

9. HATA HA ITBbPBOTO PA3ZPEIIABAHE/TIOJJHOBSABAHE HA PA3SPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha nmbpBO pa3pelnaBaHe 3a ynorpebda: 20.03.2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
28 Maii 2026

[Toagpo6bHa HHpOpMaLIMg 3a TO3H JIEKAPCTBEH MPOAYKT € npeaocTaBeHa Ha yeOcaiita Ha U3nbaHMTEHA
Arexnuus no Jlekapcreara (MAJI) http://www.bda.bg.




