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1. HAME BHA JEKAPCTBEHHSA TPONYKT PN VR

Erupamnon 5 mg/5 mg TBbpAN Kancyns
Erupamion 5 mg/10 mg TBLpAH Kancyau
Erupamion 10 mg/5 mg TeupaM Kancynn
Ervpamnon 10 mg/10 mg TBLpAH Karncynu

Egiramlon 5 mg/5 mg hard capsules
Egiramlon 5 mg/10 mg hard capsules
Egiramlon 10 mg/5 mg hard capsules
Egiramlon 10 mg/10 mg hard capsules

2. KAYECTBEH H KOTHYECTBEH CBhCTAB

Erupamnon 5 mg/5 mg TRLpOH KanCcyM:

5 mg paMHnpHi, 5 mg aMIoaMNHH (oA hopmara Ha 6,95 mg aMnoaUNUEOB Oe3UNaT) BbB BCAKA
TBBPAa Kalcyna.

Erxpamnon S mg/10 mg TRupAH Kancymum:

5 mg pamunpui, 10 mg amnogaunus (non gopmara xHa 13,9 mg amnoaumuoB Ge31naT) BBB BCAKA
TBBPAA Kalicyna.

Erdpamnon 10 mg/5 mg TRpAs Kancynau:

10 mg pamunpun, 5 mg amnoanmma (nox $opmara Ha 6,95 mg aMnonuNHHOB GE2UNAT) BEB BCAKA
TBEPAS KancCyna.

Erupamnon 10 mg/10 mg TebpAK Kancyiu:

10 mg pamunpun, 10 mg amnogumus (noa dopmara Ha 13,9 mg amnoauniHop 0€3M1aT) BhE BCAKA
TBbPIA KancyJa.

oMoy BeIeCTRA C H3BECTEH edekT

Ern OH 5 mg/5 mg TERPAN KarcyIH:

OO6BuBKaTa Ha Kancynara or 5 mg/5 mg TELPAA Kancyna Cbabpxka arypa uepseso AC-FD&C uepreHo
40 {E129) B cneaHNUTE KOMHYECTRA!

0,0288mg/Tano; 0,0192 mg/kanaue

Ernpamnos 5 mg/10 mg TBBpAM Kancysu:

O6ruBKaTa Ha Kancynata oT 5 mg/10 mg TBEpAa Kancyna chappxka a3opyOuH, kapmowsud (E122) B
CTIEAHOTO KONMYECTRO:

0,2542 mg/xanaye

Ern o 10 mg/S mg TEBpAV Kancynu:

OObprBxaTa Ha kancynara or 10 mg/S mg TBLpaa kancyna chabpska anypa uepseHo AC-FD&C wepseno
40 (E129) B cneQHOTO KOIMUYECTRO:

0,0384 mg/xanaye

Erupamnon 10 mg/10 mg TBEDOM KANCYIN:

O6supkata Ha Kancymara ot 10 mg/10 mg Teppaa kancyna csALPXKa a3opyOuH, kapmonsus (E122) B
CIeAHKTE KOTHYCCTRA:

0,3813 mg/ Tano; 0,2542 mg/kanave

3a mbJIHHA CHMCHK Ha NOMOIIHHUTE BeuiecTha Bx. T. 6.1,

3. JEKAPCTBEHA ®0OPMA




Kancyna, Tenpna

Ernpamnon S mg/S mg TeBpAH kancyay: 63 MapKHPOBKa, camo3aTeapai ce, Tin ,,Coni Snap®,
pazmMep 2, TRBPOM KETATUHOBH KAICY/IM, ¢ HEMPO3PAuHO TANIO B TEBMHO PO30BO H HENPO3PavHO Kanave
B THMHO PO3OBO, (THAHM ¢ G WIK NOYTH 651 rpavykpaH npax.

Erppamnod 5 mg/10 mg TBRpAM kancyny: 063 MapKUpPoBKa camosarsapally ce, Tdn ,,Coni Snap®,
pasmep 0, TRBLDAM XKEAATHHOBY KaliCy/IH, ¢ HEMPO3PAyHO TAN0 B Gnelo po30BO U HENPO3PauHO Kanaye B
Kass LBAT, MBENAHMU ¢ G4 WIH nouTH 61 rpaHyARpaH npax.

Erupamion 10 mg/5 mg TRbpau kancynu: 6e3 MapKkupoBka, caMo3aTsapauiy ce, THi ,,Coni Snap®,
pasmMep 0, TREPOH XKETATHHOBH KaNCyM, ¢ HEMPO3padyHo TANO B ONER0 PO30BO W HEMPO3PauHo Kanave 8
TLMHO PO30BO, MBJIHH ¢ 0%/ KNH BOYTH 04N rpaHYIUpPaH mpax.

ErupaMnron 10 mg/10 mg tppay xancyny: 6e3 MapKMpOBKa, CaMO3aTRapsAIny ce, THn ,,Coni Snap®,
pasmMep 0, TRBPAH KeNATHHOBY KancyJid, C HEMPO3PAHHO TANC B KadaB LBAT M HENMPO3PAUHO Karaye B
KadaB UBST, MBAHN ¢ O4n K nodTH O64n rpaHynupan fpax.

4, KJUHHYHM JAHHH
4.1 TepaneBYHUHE HOKAAHAA

ErupamioB e nokazaH KaTo 3aMeCTHTE/IRA Teparid 3a ieueHHe IpH MAUHEHTH ¢ XHITEPTOHMA,
AfEKBATHO KOHTPONHMPaHa ¢ paMUAPIWI B aMNOAKHNNH, NPWIATAHH eAHOBPEMEHHO B CHIUMTE A03H KAKTO
KoMOuHaumaTa, Ho noa ¢popMaTa Ha oTAenHE TabIeTH.

4.2 Jo3HpoBKA 1 AAYAH HA NPRIOHKCHHE

g()SHpQBK&

ErupamnoH e nokasaH 3a ynorpeda npy NalMEeHTH ¢ KPBBHO HAIATAHE, KOETO € a/IEKBATHO
KOHTPOIHPAHO ¢ OTAEAHO NPHAATAHH eTHOKOMIIOHEHTHH NIEKAPCTEA B CHLIMTE A03K KAKTO
TIPETIOPBUHTENHATA KOMOMHALMA ¢ QHKCHPaHE 1038.

IpenoprhynTeHATA QHEBHA 1032 € ¢HA KANCY/Ia OT ChOTBETHATA KOHLCHTPaLHA.

Kom6GuBaimsTa ¢ dkcHpana 1032 He e NoAXOAIIA 332 BAYANHO NeueHre.

Ako e HeoOxoanma KopeKims, T4 Tpa6sa Aa ce npasy upe3 OTHENHHTEe KOMNOHEHTH H cReji onpeaeiiane
Ha MOAXOARLATA 1038, MOKE 12 ce B3BBPLIH NpeMiHaBaHe KbM HoBaTa huxcHpaHa KOMOHHALHA.

ErvpaMnon ce npenophysa caMo 3a NallHeHTH, KOUTO ca MpeMMHaN Ha MEHEMYM 3 mg paMHnpHi H 5
Mg aMJIOAMIMH K4TO ONTHMAIHA NOARBPAKALIA 034 [10 BpeMe Ha THTPHPaHe Ha N03aTa Ha
MOHOKOMNOHEHTHTE.

Bw3pacmuu nayuenmu

Tipu nanMenTH, IeKyBaHu ¢ QUYPETHLH, Ce H3UCKBA OBHIICHO BHUMAHHE, Thif KaTO 1IpH TAX €
BL3MOXKEH AcHMIMT Ha TeHHOCTH H/iian cons. Heobxoaumo e npocaenspane Ha 6n6peunara ¢ynkuma
¥ HHBaTa Ha Kanuii B cepyMma.

Crneyuaniu 2pyny nayuennu;

YepnoapobHo yepexiane

HOo30BUAT PeiKUM NPH NALUEHTH ¢ N6KO A0 YMEPEHO YepHOAPOOHO YBPEKIAHE HE € YCTAHOREH H 3aTOBA
u360pLT Ha 103a TpaOBa Aa Gbae HanpaseH BHIMATENHO, KATO TpAGBA da Ce 3afI0MHe OT Hali-HHMCKaTa
BB3MOXKHa 034 (Bik. T. 4.4 1 7. 5.2). PapMaxoKMHETHYHHTE CBOCTEA HA aMIIOAMIIMA MPH TEHKKO




{Tpu naupenTy ¢ HapyieHa depHoApobHa GyBKIMI fieueHHe C paMunput TpGBa Aa ce NpeanpUuema
CaMO MO/ HENOCPEACTBERO Jiekapcko HabmoaeHNe 1 NPY MaKCHMAnHa IHeBHA A03a OT 2,5 mg
pamunpui. Erspamiion He TpaGaa Aa ce HINOA3BA NPH TE3H NALMEHTH, THH KATO ChABPXKA R03a
paMunpui vaa 2,5 mg.

br0peyro yspexnane
3a Aa ce ycTaHOBM ONTHMAHATA BavyaliHa d OAABpKalla O3 NPY NAUMEHTY ¢ Hapymena Gubpeuna

¢yHkumg, 103aTa Ha BCEKW MalHEHT TPAOBa Aa C& KOPHTHPA HHAMBMAYATHO, Upe3 OTACNHO THTPUPAHE

Ha JO3HTE HA PAMHIIPHIL M aMIOAMNKH (34 MoBeye noapobrocTy BkTe KXIT Ha Beeku OT HIpoRYKTHTE).

I1pu nangenTy ¢ 6u6peusio yBpelKiaHe He ce Haara KOpeKIis Ha J03aTa Ha amMio0unun.

AMIIOAHITHR He Ce OTIENS Hpes NUanuia i 33ToBa TPsGBa Aa ce NpHara ¢ NOBNIieHO BHUMAHHE [1PH

fnauHeHTy Ha quanysa (Bx. 1. 4.4).

Ilpr nansentH ¢ 66peuno yBpexnane THeRHATa 1038 OT pamunpun TpAbea Ja ce onpenens cnopen

KPCATHHHHOBHS KIIHPBHC!

—  I1pH KPeaTHHHHOB KIHPBHC 260 ml/min He € HeOOXOAMMA KOPEKIHN Ha HAYANHATA 1034,
MaKCHMaTHaTa AHeBHA 1032 € 10 myg;

— [P KPEaTHHAHOB KMpbHC <60 ml/min ¥ IpH XUNEPTOHWYHE MANHEHTH HR XEMOJHANIN3A
Erupamnon ce npenopsysa caMo NIPH Te3d OT TAX, KOMTO Ca [IPEMHHANR KbM TIPHEM Ha 5 mg
PAMHIIPHI KATO ONTHMATHA FOAALPXALIA 1033 CIiCA TUTpUpaHe Ba Josata pamanpun. Ipu
NAUMEHTH HA XeMORHATH3A TO3H JIEKApCTBEH NPOIYKT Tpa0ka Aa ce NPHIara HAkKONKO 4aca CAeh
XeMOAWANM3aTA.

ITo speMe Ha neuenyeto ¢ Ernpamiion Tpabsa aa ce npocneaasa Gubpeynara GyHKiHA # HHBOTO Ha

xanui 8 cepyMa. B crytaii Ha Browasane Ha 6p0peynaTa Qynkumsa, Npunoxenuero va Erupamton

TpAGBa 13 ce MPeKPATH M OTACIHHTE KOMIOHEHTH Ha XOMOMHALNATS 14 Ce NPUIIAraT 8 ChOTBETHO

KOPHI'MPaHY 103U,

Crapyecka Bb3pacT
Bbrpexy ue NpenophuMTeNHATA 1033 aMITOMMIHH MOKE Aa Ce NIPUNAra NPH NAUMEHTH B CTAPYECKa

BBIPACT, HIHCKEA CE€ NOBUIICHO BHUMAHKE (PY yBeHuaBane HA A03aTa (BX. TovukH 4.4 1 5.2).
Hawannara 1o3a paMunpus tpatea fa Objie HHCKE, KATO NOCHEABALLOTO TUTPHpaHe TpaGaa na ce
HANPABH NOCTENEHHO NOPALH TIO-TONAMATa BEPOATHOCT 38 BHIHHKBAHE Ha HEXKENAHU PeakiMy,
Yrnorpebara Ha ErupamiIoH He ce npenopbusa NpH NAlFEHTH B MHOTO HanpeHATA BE3PACT M KPEXKO
34paBOCIIOBHO CHCTOSHHE.

Nausienry, AeKyBany che caxyOHTPUN/BaNCARTAH :
PaMufipin/anMoganun He TpadBa 1a ce IPHIAraT eXHOBPEMEHRO Che caKyGHTpun/BascapTaH.

TMopajyn BL3MOKHHSA PHCK OT aHTHOHEBPOTHYIEH 0TOK, Korato ACE urxufurop ce npunara
€HOBPEMEHHO CBC caKyOHTpHA/BaIcapTal, NPHEMBT Ha PAMUTIPHI/ATIMORHTIHH He Tp10Ba na Onae
3aMovBaHo Haii-Maaxo 36 4aca cren NpeycTAHOBABAHE HA JIEYCHHUETO CHC CAKYOHTPHY/BasncapTas (BXK.
Tovku 4.4 u 4.5).

Heduampuuna nonyrayus
VYnorpebara Ha Erspamiion He ce fipenopbyea NpH Jena Ha s3pacT nox, 18 rognum, Tl kato THncBar
JaHAH 32 Ge3onacHocTTa H ePUKACHOCTTA.

Hauun pa npunoxenne

Terpaa xancyna 3a Nepopanso NPUIOKEHHE.
Erupamnon Tpabra na ce npuiemMa BeIHBIK JHEBHO, BCEKH Q€H 1O E4HO K CBILO BPeME, ¢
Kancynara ne Tpa6ea na ce AbBUYe WIH 4yrid, ¥ He TpaOBa Aa ce NPHEMA CBC COK OT

4.3 NpoTrBoNOKAIsAMA



CRBP3IAHH ¢ PAMHIIDHIL:
~  aHaMHE3a 33 RHPHOHEBPOTHYEH OTOK (HACNEICTREH, HANONATHIEH WK BLB BPB3Ka C MPEAXOIEH

aHTKOHEBPOTHYEH OTOK IipH npueM Ha ACE WHXHOMTOPH Wi aHTarOHHCTH Ha aHTHOTeR3HH-11
peuentopare (AIIRAs);

-~ EKCTPaKOPNOpajHO JieYeHHe, IPH KOeTO HMA KOHTAKT Ha KPbBTA ¢ OTPHLATENIHO 3apeieHH
MOBBPXHOCTH (BXK. T. 4.5);

- 3HAYMTENHA ABYCTPAHHA CTeHO3a Ha Oplpedna apTepHa vy cTeHo3a Ha OnOpeynaTa aprepus IpH
enHocTpanHo QyHKiMoHHpail 6x6pek;

-  OpemeHBOCT BLB 2-pu WM 3-TH ceMecThp (BX. T. 4.4 u T. 4.6);

-  pamMMnpui He TpAOBA [a c€ NpHiara MmpH XHIOTEH3WBHO KITH XEMOANHAMHYHO HeCTabHIIHK
NaUHCHTH;

-  eIHOBpeMeHHaTa ynorpeda Ha ErupaMnod ¢ anTucKBpeH-ChabPKalli NMPOAYKTH €
NPOTHEOTIOKA3aHA 1P NALMEHTH ChC 3axapeH Anatet WK 6L0pedHO yEpeXaane
(GFR <60 ml/min/1,73 m?) (gx. 7. 4.5 1 1. 5.1);

—  eIHOBPEMEHHOTO NPUIcKeHWe Che CaKyOHTPII/BANCAPTAH € MPOTHBOMOKA3EHO NOPaRH NOBHIIEH
PHCK OT pa3BUTHE HA AKTHOHEBPOTHYEH OTOK (K. TOUKHM 4.4 11 4.5),

BB Bpu3ika ¢ aMIOAKNMH:
- TexKa GopMa Ha XMIIOTOHHS,;

— 100K (B T.4. KAPAHONEHEH TIOK);
—  ofcTpyxuHa Ha H3XOAHHA TPAKT Ha J9RATA KaMepa (Hamp. BHCOKA CTENEH HAa A0PTHA CTeH03a)
—  XeMONHHAMHUYHO HeCTAGHIIHA ChPAEYHA HEAOCTATRGHOCT CICA OCTHP HE(apKT Ha MIOKapIa.

Bwe sprika c Erupamnon:

-~ CBPBXYYBCTBHTENHOCT KbM aKTHBHHTE BEIIECTRA, KbM NPONIBOAHH Ha AHXHAPOTIMPHAHH KIH
naxnbHTopH Ha ACE (AHMMOTEH3UH-KOHBEPTHPALUMS eH3UM ), HITH KBM HAKOES OT MOMOIIHATE
BEIIECTRA, NOCOYEHU B T. 6.1.

4.4 Cuenya/igs BpeAYIpeKIeHHA H DPEINATHE MEPKH OpH ynorpeba

BLB Bphika ¢ paMUDIPHIL:
Creyuanny 2pylu nayuenny

Bpemennocm

TIpremsT Ha ACE uBxuOuTOph He TpaGBa Ja ce 3aMlouBa no BpeMe Ha SpemeBnocT. HlanuenTiure,
KOHTO [UIaHHPAT 3a0peMeHABaHe, TpaOBa Na IpeMUHAT Ha JPYTO AHTMXMNEPTEH3UBHO JICUCHHUE C
YCTaHOBEH Npodiut Ha Ge30NacHOCT No Bpeme Ha SPeMEHHOCT, OCBEH aKO RPOLBIDKABAHETO HA
nedenueto ¢ ACE uaxubGuropH He ce cYHTa OT ChllecTBeHO 3Hakdenue. [Tpy yeranosspase Ha
6pemennoct, neyenviero ¢ ACE unxubnropu Tpa6sa na Obae cripano HezabaBHO H, aKO € YMECTHO,
TpsaGea aa Gbae sanounarTa antepHaTHsHa Tepanud {BX. T. 4.3 u 1. 4.6).

ITayuenmu, uanoxcenu Ha 0COHENO GUCOK PUCK O XUNOMOHUS
- JTlauneHTH Che CHIHO AKTHBMpAHa PeHHH-aHMHOTEH3MH-ATIOCTEPOH CHCTEMA
[TauyeuTHTE CHC CHIHO AKTHBHPAHA PEHHH-GHTHOTEH3HB-ATNOCTEPOH CHETEMA CA H3N0MKEHW Ha
PHCK OT OCTPO U3PAa3eHO NOHHIKEHHE Ha KPbBHOTO HA/lAraHe u BioitiaBaie Ha 6n6peunara Gynkimy
nopagn uHxubupade Ha ACE, ocobeno korato ACE MHXuGHTOp Wi ChITBTCTBALL JHYPETHK C€
npunara 3a I'PEH BT WIH cJiefi IIPRO NOBUIEHNE Ha fo3aTa.
3Ha‘-lHTB.IIHO aKTHRHpAHE Ha PCHUH-AHTHOTCHIHH-AINOCTEPOH CHCTEMATA TpﬂGBa Ja ce OQMaKBa H
MECAHUHHCKS Haﬁmo,neuue, B T.Y. IpocheasBane HA KPLBHOTO HAJIAIAHe, € HCOGXO,E[HM
npM:
* MalHEHTH, CTPajallli OT TexKa (POpPMa Ha XUIIEPTOHHA. ,
* NAHEHTH ¢ JEKOMIICHCHPAHA CBPACHHA 3aCTOHHE HEOCTATLYHOCT. /




* MAlMEHTH ¢ XEMOINHAMIYHO 3HAYHMO HapyilICHHE Ha JEBOKAMEPHHA BXOAEH HIH M3XOIEH
TPAKT (Hamp. CTeHO3a Ha A0PTHATA MM MHTPAJIHATA K/1aNa).

* NALMEHTH ¢ AHOCTPaHHa CTEHO3a Ha 6p0peuHaTa apTephs M ¢ hyHkuKOHMpaus Bropu 6B6pek.

* AlHEHTH CBC CHILECTBYBALU MIH Bh3MOKEH ACHHLMT HA TEHHOCTH WK CONH (BXJI, TIALMEHTH
HA JHYPETHLH).

* MAUUCHTH C YePHOAPOOHA HHPO32 MM ACIMT,

* NALUEHTH, MOJIOKEHH Ha rOJIAMa XHPYPTHYHA HHTEPREHLIMS WK NOCTABEHH NOA AHECTE3Us ¢
BELIECTBA, IPE/IN3BHKBALIH XHITOTOHHS.

Karo ofnga Mapka ce npenopbuBa KOpeKius Ha 06e3BOAHABAHETO, XHIOBONCMUATA HIIH CONEBHA

IehUUMT (IPA NALKEHTH ChC CHPACYHA HENOCTATHYHOCT, 00aue, Ta3sH MApKa TpaGBa BHIMATETHO

Jla ce NPELIeHH CIPAMO PHCKa 0T 00eMHO npeTosapBaHe).

- Tlpexoana wiu NepcHcTHpaa CbpAEYHA HEAOCTATHYHOCT cnielj HHdapkT Ha Muokapaa (UM)

- TManyenTH, H3NOKEHH HA PHCK OT CHPACYHA WIH MOIBYHA HCXEMHA B CAIydal Ha OCTPA XHIIOTOHHA.
B HauanuaTa daza Ha neveHHe ¢ HeoGXOAHMO CIICLHANHO IEKAPCKO HAGMIOACHHE.

Cmapuyecka ev3pacm
Ba. 1. 4.2.

Heotino broxupatie Ha perun-anuomen3sun-ardocmeporosama cucmema (PAAC)

YiMa nanHn, ye enHoBpeMeHHaTa ynotpeSa Ha ACE Huxuburopu, anrsotensut II-penentopHu
6NoKkepy HIH ATHCKHPEH MOBHILIARA PHCKA OT XHIIOTOHHA, XMIICPKATHEMHA K HAMAAABAHE Ha
6nOpeunara GyHkupA (BKIOYMTENHO ocTpa 61L0peuHa HefloctaTpunocT). {Topaau Topa e ce
npenoppysa ABoiHO 6nokupane Ha PAAC upes komOunKpanara ynorpeba Ha ACE unxuburopu,
anrvorensuH ll-peuenropan 6nokepr nau anuckuped (Bx. T. 4.5 1. 5.1).

Axo ce fpenenH, Ye TepanmaTa ¢ ApoiHo Onokdpane e abcomoTHo HeoGxoquMa, Tora TpsORa Ja cTapa
caMo Mo HabMIoAeHHETO Ha CIIENHATTHCT H NPH YeCTO BHHMATEITHO MOHHTOpHpaHe Ha GnbpeunaTa
byHKUMA, ENEKTPONUTHATE B KPBRHOTO HAATAHE,

ACE maxuburopu n anrnorensus [I-peuentopHu 6nokepy He Tpa0Ba Aa ¢ H3NOR3BAT EAHOBPEMEHHO
TipY nanMeHTH ¢ aMabeTna HedponaTHi.

Xupypauuna uumepeenyus
IpenopbUHTERHO € NEYEHHETO ¢ HHXMOMTOPH Ha AHTHOTEH3HH-KOHBEPTHPAIMS €HIUM, KATO

PaMHIIPHI, IO BE3MOXKHOCT 18 C¢ NPEeKDLBa €AUH NCH Npeay XUPYPruyHaTa HHTCPBCHIIHL.

IIpocnednsane na Gubpeynama dynxuun

Ouenka na 656peunata GyHKuMs TpAOBa Aa Ce NPasH Npead K M0 BpeMe HA IEUeHHE, KATo J034Ta
TpabBa Ia ce kopurupa, ocobEHO Mpes ITLPBUTE CEAMMKLM OT JieueHueTo, fIpu naupenTHTe ¢ HapylneHa
650peyna GyRKiMA ce H3NCKBA 0COOEHO BHHMATENHO NpochensBane (BK. T.4.2). CHINeCTBYBa PUCK OT
Bioutasane Ha 6x0peyHaTa QyHkiMa, Hali-Beye NPH NALMEHTH CbC 38CTOHHA ChpICUHA
HEJOCTATEYHOCT WM ciiel Ob0petHa TpaHCIIauTaluMA.

AHZUOHESPOMUYEH OTOK

Kom6unanuara ot ACE yeXrOUTOp (Hanp. paMENpwa) M cakyGUTpHI/BaNcapTaH € MPOTHBOMOKa3aHa
nopany NOBUILICH PHCK OT BB3HUKBANE HA AHTHOHEBPOTHYEH OTOK (BK. T. 4.3). Tepanusta ¢
pamunpun/amaogunvs ACE nhxuburop ne Tpabea a ce 3anovsa no-pano ot 36 yaca ciel npheM Ha
nocneaHatTa ao3a ot pamunprwyamnoguniy ACE nrxubuTop (. Touku 4.2, 4.3 u 4.5).
Ennoepemernata ynorpeda Ha ApyrH uHxubutopH Ha nenpunusyuna (NEP) (Hanp. pauexanotpun) v

paneKanoTpHil) NPy NIALHERTH, IPHEMALIH PAMHTIPHIL




Cnryyau Ha aHTHOHEBPOTHYEH OTOK Ca cho0IaBaHH NpH NALMeHTH, reKyBaHi ¢ ACE uaxuburop,
BIJIFOUHTENTHO paMunipun (BK. T. 4.8). To3x pHck MOKe Aa ce NOBMIDY IPH NALMEHTH, IPHUeMatiH
eJHOBpEMeHHO NeKkapceTa kato mTOR (Tapret Ha panaMuupH 3a 603ajiHpuLn) MHXHOUTOPH (Hamp.
TEMCHPONUMYC, EBEPOIHMYC, CHPOITHMYC), HAH BUIJATAHITHH.

Ipy pBp3HHKBAaHe HA AHTHOHEBPOTUYEH OTOK, MPHEMET Ha paMHITpUI Tpabea da 6bae ripexparen.
CroenpeMenHo Tpa0Ba Na ce npeinpueMe neyeHue no cneirdoct. HaunenTsT Tp2bea na 6bae noa
Habniogenue Hali-manxo 12-24 vaca ¥ aa Oble M3MHCaH Clle] OTIHYMABAHE HA BCHUYKH CHMITTOMM.
Hma crofluenns 3a HHTECTHHAIEH aHMHOHEBPOTHYEH OTOK NPH NallleHTH, nexysan ¢ ACE
HAXUOUTOPY, BKI. paMurpun (Bik. T. 4.8). Tesn nausenTH ca HMany KopeMna Gonka (cbe Wik Ges
rajieHe Wiy noBphLIAHE).

Anadnuaxmuyny peaxuu npu 0ecencubuIuIauus

Ipn neuenne ¢ ACE HHXUOHTOPH HMA TO-TONAMA BEPOATHOCT W NOBNILIEHA CTENEH HA TEXECT Ha
aHapUNaKTHYHY ¥ aHaQHIRKTOMAHH peakiii KbM OTPOB2 HA HACEKOMH M JApYrH aneprend. Ipeau
NPOBEKAAHETO Ha AeceHCHOWIM3alaTa TpaOBa fa ce 0OMHCIK BPEMEHHO IPEKECRAHE IIPHEMa Ha
paMHApHIL.

Xunepranuemus
Xunepkaruemus ¢ Ha00AaBaxa NPH HAKOM NAUHEHTH, NexyBaHH ¢ ACE UHXUOHTOpPH, BIITIOYHTETHO

pamunpun. [launesTHTe, HANOXKEHH HA PUCK OT PasBUTHE HA XUNEPKATHEMHA, BKIKOMBAT: HALHEHTH C
O6n0peyuna HeOCTATHYHOCT, HA BB3PACT (>70 rOAHAM), ¢ HEKOHTPORHPAH 3axapeH JHAbeT, Wil TaKuBA,
KOHTO NNPHEMAT KAITHEBH CONM, ANYPETHIH, 3a0bpXKally KatHii, B Jpyrd aKTHBHY BEllecTBa, KOMTO
TIOBHIABAT KOHUCHTPALIMKTE Ha Kalyil B i1a3Mara, WiK ChCTOSHHA KATO JeXWApaTalys, ocTpa
ChLpAeYHa JeKoMIercatpd, MeTabonuTHa anmno3a. Ako ynorpebara Ha ropenocoyeHiTe CpeacTea ce
CYHTA 3a& NOAXORAA, NPENopHYBa C¢ PENOBHO HAOMIONEHNE Ha HUBATA HA CEpYMHHA Kanui (BX. T. 4.5).

Xunonampuemus
[Tpy HAKOW NAUMEHTH JEKYBAHH C PAMENPI & HaOMONapaH CUHAPOM Ha HealeKBATHA CEKPHITHA Ha

anTanypeTHdrH xopMoR (SIADH) » senencTene — xunonaTpuemMus. 3aToBa ce MPEeNOPhiBa PEAOBHO
fIPOCTEAABAHE HA CEPYMHMA HATPHI NP NANMEHTH B CTAPYECKa RE3PACT U NPH NALHEHTH C PHCK OT
Pa3BHTHE Ha XNNOHATPUEMHS.

Heymponenus/azpanynouumosa

Heyrponenna/arpaHyioudrosa, KakTo ¥ TpoMOoLMTOneHus 9 adeMus, ca nalmonaBanyl B peaks
cy4ad, KaTo HMa M chobulesta 3a KOCTHO-MO3bUHA Aenpecus. [lpenopbuka ce npocneaspane 6pos Ha
OenHTe XPHBEHM KIETKM 33 YCTAHOBABAHE HA €BEHTYANHA Nerkonenyd. [lo-yecto Habmonenne e
JKEJJATe]IHO B HavanHara $asa Ha JedeHUe ¥ PH NAUHEHTH ¢ yBpeaena obbpeuna Gynkuma, nanmenTh,
CTpajaliy Ot KONnareHoso 3abonasane (Hanp. JyIIyc epHTEMATOIEC KU CKIICPONEPMA), KAKTO H MPH
BCUMKH NALUCHTH, eKyBaHH C APYTH IEKAPCTBEHH NMPONYKTH, KOWTO MOTAT 4 MPEeAH3BHKAT NPOMEHH B
KpbBHaTa KapTHHA (BX. T. 4.5 n 1. 4.8).

Emuuvecru pasauxu

ACE nuxubuTopHTe ca NPHYHAA 38 NO-BHCOK2 YECTOTA HA aHTMOHEBPOTHYEH OTOK NPH YEPHOKOKH
YIALMEHTH B CPaBHEHHE C APYTHTE NALUEHTH.

Kaxro nipu apyrure ACE MBXuOGMTOpH, BB3MOMKHO € eheKThT Ha paMHIIPII 3a NOHHKaBaHe Ha
KPBBHOTO Hanarake Aa 6une no-cnad npH YEpHOKOKH MAUHEHTH B CPaBHEHUE ¢ JPYTH NALMEHTH,
BEPOATHO NOPAZH MO~BUCOKATA YECTOTA HA XMMIEPTOHHA C HUCKO HUBO HA PEHUH CPeA TIOMYNAUMSTA HA
YEePHOKOXKH XMNEPTOHHYHH MaUHEHTH.

Kawinuya
Hma crofmenns 3a xauwmua nps ynorpeba ua ACE unxuburopu. O6HxkHOBeHO
HENPONYKTYBHA, MPOABIDKUTETHA ¥ H3UE3BA Cile] MPEKPaTABAHEe HA NeUeHRETO.



AudepeHUMaTHa AHATHO3a 32 KaUUTMNATa TpsGBa 21a ce MMa npeABMIl Bb3MOXKHOCTTA A3 Ce Kacae 3a
Kaln#ua, npeadssukana or ACE nmxanburops.

BB BpE3Ka ¢ aMAOINIINH,
He ca ycranopenn 0€30nacHOCTTa ¥ €PUKACHOCTTA HA BMROAHIMH IPH XUNEPTOHHIHH KPH3H.

Hayuenmu cove copdevna Hedocmamvyrocn

ITpn nanmneHTH ¢be ChpACHHA HEAOCTATHHHOCT TeYeHHeTO Tpa0Ra Na ce MPOBeXa ¢ NOBULICHO
BHUMaHHE. B eaHo ARiIrocpodro, imauebo-koHTponHpato NpoysBaHe Npu MaUHEHTH ¢ TEKKA Gopma
Ha chpaevHa HeaocTarsyHoCT (Kiac 111 1 IV no NYHA), crobmenara yectora ua ferogpobed 0Tok €
NO-BHCOKA {IPH rPYNAaTa Ha aMIOAHIIMH B CPaBHEHHME ¢ rpynara Ha rwiauefo (Bx. T. 5.1). baokepurte Ha
KAUMEBHTE KAHAN, B T.4. aMJIOJMNHH, TPAOBA 1a ce HINON3BAT C MOBHUICHO BHHMAHHE IPH NALNEHTH,
CTpajaiin OT 3acTOHHa ChpAEYHA HEZOCTATYHOCT, Thi KATO TE3H NEKAPCTBEHHE NPOAYKTH MOTaT Aa
HOBHINAT PHCKA OT HACTBNBAHE Ha GblelM CHPACYHO-CHROBH HHUHACHTH HIH CMLPT.

Yepnoopobino vepexcdane

Yoy xMBOTHT Ha aMNOANITHH € YARDKEH H CTOHHOCTHTE Ha nyourra rion kpusata (AUC) ca no~BHCOKH
NpH NALMEHTH ¢ yBpenieHa YepHoApoORa GyHKIHL; He Ca OnpeNenen: NPenopbKH OTHOCHO
no3uposkara. [fopany ToBa MpHeMBT Ha aMIOAHNKH TPAORa Ha ce 3an0uBa B 103a OT AOIHATE rPaHHUa
Ha J030BUA THAMAIOH, K4TO & HeoOXOIMMO NOBHINEHO BHAMAHHE KAKTO B HAYANOTO Ha NEYCHHETO, Taka
¥ NpY [TOBHITaBaHe Ha Ao3ara. [Ipu nanuenTy © TeXKO yBpeaeHa uepHoapoOHa QyHKUHA MoXKe J1a e
Heolxoaumo 6aBHO THTPHpaHE Ha N03aTa M BHUMATENHO MPOCTIEMABAHE HA ChCTOSHHETO.

Cmapuecxa avipacm

Ilpy nanHeHTHTE B CTAPYECKA BBIPAcT Ao3ata TpaGRa Ja ce yBelTHUaBa C NOBMIIEHO BHUMaHUe (BK. T.
42uT. 5.2).

Bvbpeuno yaspesicoare

Ipu Te3u nalveHTH aMICAKITHH MOXE Aa Ce TIPHIAra B HOpManHuTe fo3u. [IpoMeHuTe B nnasMeHHTe
KOHUEHTPAlHH HA aMAOIHITHH HE Ca CBBP32HM ChC CTenenTa Ha Ou0pedno yepekIane. AMAOIHIHH He
Ce ENMHMMHHUPA Hpes JHanu3a.

Hpyru

O6bpuBKara na xancyaure ot 5 mg/5 mg u 10 mg/5 mg cpawpixa anypa ueppeno AC-FD&C uepsedo 40
(E129), obpusKaTa Ha xancynute ot 5 mg/10 mg u 10 mg/10 mg cuabpKa az0pyOuH, KapMOHIHH
(E122). BuaMokKHO € Te3M OLBETHTENH AR MPEAHIBHKAT ANIEPrHYHH PEaKIHM.

4.5 BiaumoaeiicTBre ¢ RPYra JeKapcTBeHn NPOAYKTH | APYTH HopME Ha B3aHMOAeHcTERE

BEB BPL3Ka ¢ pAMHODHIL

Jlanul o7 KIMHHYHY DPOYUBaHHA NIOKA3BAT, Ye ABOHHOTO 6/10KHDPaHe Ra PEHMH -aHTHOTEH2HH
anaocreponopara cuctema (PAAC) upes komGuuupanara ynorpeba na ACE nnxuburopu,
anrvorensny H-penenropHn GnokepH WM amHCKHpPEH ¢ CBLP3RA C MO-BUCOKA YECTOTa HA HEXEIAHM
CHOMTHSA, KATO HANPHMED XUTIOTOHUA, XKIePKaTHeMNE 1 HaMansBane Ha G1OpeuHaTa GyHKIHs
{(BxmounTento ocrpa 6h6peyuHa HEAOCTATHUHOCT), B CpaBHEHHE ¢ ynoTpeGaTa caMo Ha eAHO CPENCTBO,
nevicTsauo Bepxy PAAC (Bx. Touxu 4.3, 4.4 1 5.1),

IIpomugonoraznu komMbunquuu
Excrpakopliopaitu 1e4eHHa, TPH KOKTO UMa KOHTAKT Ha KPLBTA ¢ OTPHUATERHO 34
MOBBPXHOCTH, KATO AMATIM3A WIH XeMODUITPauMA ¢ ONpeeneHH BHCOKOMPOMYC
(rHanp. nonHaKpWIOHNTPHIHA MeMOpanK) 1 adepesa Ha THIONPOTEHHH C HHCKA
cyndar, nopajn NOBMIIEH PHCK OT TeXKa aHadUIaKTOHIHA peakuus (Bx. T.4.3)




nopobHo JICHCHHES, HeOﬁXO.IlHMO e 1a ce 0OMHCIN M3NMON3BaHe Ha pazIdYeH THIT JHATH3IHE MeMﬁPaHa
HIH PasAHYEH KTac aHTHXHNEPTEHIHBHO CPEACTRO.

EnnospemMentoro npuaoxende Ha ACE uaxuburops (Hanp. paMunpua) H cakySHTPHI/BaNCapTaH €
TPOTHBOMOKAZAHO, Thil KATO SJHOBPEMEHHOTO NOTHCKaHe Ha HenipwinsiHa (NEP) u ACE Moxe ga
MOBHIBH PHCKE 32 BF3HHKBAHE Ha AHT'HOHEBPOTHYEH OTOK,

Jleuenne ¢ Erupamnon He TpaGra ja 3anousa no-paHo oT 36 Haca clie TPHEMA HA TIOCISAHATA 1032 OT
NEYCHUETO Che cakyOuTpu/BancapraH. [IpueMsT Ha cakyGuTpwy/BancapraH ne Tpabea 1a 3anousa no-
pato oT 36 yaca cnes nocneaHaTa Ao3a oT Erupamio (px. Touxs 4.2 u 4.3).

lIpeonasnu mepxu npu ynompeba

Kanuesu conu, xenapun, xanuii-coxpanasauqu Quypemuyu ¥ Opyzu axmueRy 6etecmsa, Nosuwascuyu
nAGIMEHUMe HUBA HA Kanua (6rrovumenno anzvomensun Il anmazonucmu, maxponumyc,
YUKROCHOPLH). BB3MOMHO € 13 € NPOFBH XMIEPKAMEMU, TIOPATH KOSTO C€ U3HCKBE CTPHKTHO
fpocaeAsBate Ha CepyMHHS Kalui.

Tpumemonpum u xombunayuama ¢ Quxcupara 603a CyAPaAMemoKcason (Ko-mpumoKcazon):
flosmena yecroTa Ha XunepxantneMus ce Habnronaga npy naunenTH, mpuemaut ACE unxubuaropd n
TPHMETONPHM H GPHKCHPaHH JO30BH KOMOHHALMK CbC CyN(AMETOKCAION (KO-MpuMOKCazon).

Aumuxunepmenzusiu cpedcmea (RANp. Ouypenuy) i OPy2u Gelecmen, KOumo Mo2am 0a NoHUNCam
KDbBHOMO HANAZANRE (HANP. HUMPANIY, MPUYLKUHI GHMUCENDECAnMU, aHeCMemuyu, npexomMepen
npuem na ankoxor, baxrogen, angyso3un, OXCAI0IUH, NPAOIUK, MAMCYRO3UH, MEPAZOIUN); MOXKE Na
C€ 04aKBa YBEIHYABAHE HA PHCKA OT XUMOTOHKA (BK. T. 4.2 38 IHYPETHLH).

Bazonpecopnu cumnamuxomumemuyu u Opyzu 6ewecmaa (Hanp. uzonpomepenon, 006ymamun,
Oonamun, enurepun, Hopenuredpur), KOWTO MOTAT 12 HAMANAT aHTHXUNEPTEH3UBHIA eeKT Ha
PaMMITIPH/L [IPENOPBYBA C€ CTPHKTHO NPOCNENSIBAHE HA KPBBHOTO HANATAHE.

Anonypunon, UMYHOCYRPECOpU, KOPMUKOCIHEPOUOY, RPOXAURAMUD, yumocmanmuyy ¥ 0py2u eewecmed,
Koumo mozam 0a npoMensm Gpos Ha Kpverume KAemyy: NOBHIEHA BEPOITHOCT OT NOABA Ha
XeMaTONOTrHYHH peaximH (Bx. T. 4.4),

Jlumueeu coau: eKCKpenHATa Ha IWTUS MoXke a Opae moHinkeHa ot ACE HHxubuTOpHTE M Nopany
TOBA TOKCHYHOCTTA HA THTHA MOXE [Ia ce yBeanun. Hupata Ha sumua TpaOBa 1a ce npocnenapar.

IIpomusoduabemnu cpedcmsa, BKMOYUMERHO UHCYIUK. MOTAT Ja BESHUKHAT XHIOTTHKEMHHHH
peaxupn. [lopaay ToBa ce penophuba NpocnesBaHe Ha HHBATA Ha KPbEHATA 3aXap.

Hecmepoudtu npomugogb3naiimenty cpedcmed ¥ ayemulcaiuyiiosa KUCENUNA, MOYKE Ia Ce OYaKEa
HaMansaBaHe Ha AHTHXHOEPTEeH3HBHIA edexT Ha paMunpwi. OCBeH TOBA, CHIIBTCTBALIOTO JICUEHHE ¢
ACE unxuburops 1 HCTIBC moxe na noeeze 1o NOBKWUIEH PHCK OT BlollagaHe Ha 6u0peunara
QyHKUHA ¥ 12 YBETTHYH KANHEMHUATA.

mTOR unxubumopu wiu swndogerunmum.

[losuiies puck OT aHTHOEAEM € BL3IMOJKEeH NIPH NALMCHTH, IPUEMALIH CHITHTCTBALUYM I€KaPCTBa, KATO
mTOR unxubuTOpH (HanpUMep TEMCHPOIUMYC, €BEPOIIUMYC, CHPOIIHMYC) HitH euaaarnunTud. [pu
3aN0YBAHE Ha JIGYEHHUETO € HeoOXONMMO NOBUIEHO BHUMAaHUE (BK. T. 4.4).

Henpunusunosu (NEP) unxuGuropn: TlosuieH pHCK OT pa3BUTHE HA AHTHOHERPOTH
cboSLueH 1pH exHoBpeMeHHa ynotpeba va ACE uuxuburopn (Hanp. paMunpun) 1 N
(nanp. panekanorpun) (BX. T. 4.4).



B1E BpB3KA ¢ aMIJOAHNHHE;

Egpexmu na opyzu nexapcmseny npodyxmu upxy amioOunux

~  Huxnbrropn Ba CYP3A4: EnHOBPEMEHHOTO NPUOMEHHE HA AMILIOAMITHH CBC CWIHH WM
ymepeny CYP3A4 mxuburops (MpoTeazHd REXUGHTOPH, a30/IHH NPOTHBOrBE0MUHY cpeacTRa,
MAKPONH/IH, KATO EPHTPOMHLHE WIH KIaPHTPOMULIMH, BePariaMI Wi JANTHA3EM), MOXKE A4
Josede 0 3HAYMMO YBE/IHHYBAHE HA eKCTIO3HIMATA HA AMIIOJKITMH, KOETO BOJHM [0 MOBHIUEH PHCK
ot xanoTonns. KnvHpunaTa 3HaYMMOCT Ha Te3n GapMaKOKMHETHYHE BapHallHi MOXe 13 € No-
H3paseHa NP NALKEHTUTE B CTAPYECKa BB3pacT. ToRa MOMe 12 HAJIOKM KIMHUYHO NpocieNdBaHe U
KOPEKIIHS Ha 103aTa.
Knapurpomuiun ¢ suxnbutop Ha CYP3 A4, CrimecTBYBa NOBHMINEH PHCK OT XUIOTOHHA PH
HauHEeHTH, MPHEMaly KIapHTPOMHULIMH ¢ amioaunuH. [Ipenopsusa ce sHAMarenso nabmoneHue
Ha FIALMEHTHTE, NIPH €HOBPEMEHHO NPUIOKESHUE HA AMIOIHIHH C KIAPHTPOMHUKH.

- Hunxyxropu Ha CYP3AA4: TIpH eHOBpeMEHHO NIPUNOKEHUE HA IEKapCTBa, 33 KOKUTO € HIBECTHO, 1€
ca HHRykTopr Ha CYP3 A4, nnasMenaTa KOHLEHTPAUMs Ha aMITOIUNKH MOXke Ra Bapupa. Ilopann
TOBa © HeOOX0AUMO 13 Ce NPOCIENABA APTEPHATHOTO HANATAHE H 2a ce ODMHMCHH KOpUrupaHe Ha
J103aTa KaKTO 1O BPEMe Ha CHITLTCTBALIO JieHeHHe, Taka i clie Hero, 0cobeHo NpH IeYeHKe Che
cHIHY uHAYKTOpH Ha CYP3A4 (Hanp. pudaMnMiyH, JKuIT KAHTAPHOH).

He ce npenopr4pa ynorpeba Ha aMROIMNKUA ¢ rpetndpyT HiIH COk OT rpelndpyT, Thil KATO NPA HAKOK
NALMEeHTH OHOHANTMUHOCTTA MOMKe [a C¢ TIOBMIUM 1 Ja A0BeNe JO 3aCHIBAHE HA AHTHXUNEPTEHIHBHHTE
edexrn.

Hantponed (axdy2ua)

Ylpw xuBoTHH ca HaOnioAaBaKy neTanHa KaMepHa GuOpHNALMS ¥ CHPASYHO-CHAOB KONAMNC, CBPBP3aHH ¢
XHOEPKATHEMHS CNe/ [IPIIOKEHHE Ha BepallaMin ¥ HHTPaBeHO3CH JanTponeH. [Topaau puck ot
XHIIEPKATHEMHA, CE NPENOPBHBa A ce W3BArea ¢JHOBPEMEHHOTO NPHIOKEHHE ¢ AHTATOHHCTH Ha
KQTLMEBHTE KAHAIM, KATO AMIONUIIMH, NP NAUMEHTH, NPepasnofoKeHH KBM MATHIHEHA
XHNEPTEPMHA H NIPK OBNAAABAHE HA MATUTHEHa XRIIEePTEpMHA.

Edgiexmu na amaodunun evpxy Opyau nexapemsen Rpodyknu

AHTHXHTICPTeH3UBHOTO NEHCTBHE HA AMIOAUIIMH NOMTL/IBA MOBHKABALIOTO KPLBHOTO HANIATAHE
JeiCTBHE Ha JPYTHTe IEKapCTBEHH NPOAYKTH ¢ aHTUXHIIEPTEHINBHO AeHCTBHE.

B xiMuHuHE npoyysaHds Ha B3aKMOREHCTRHATA AMAIOIHINH He € OB GapMakOKMHETHYHKTE
CBOHCTBA Ha aTOPBACTATHA, JMFOKCHH WM Bapdapun.

Taxponumyc

ChilecTBYBa PHCK OT NOBHLICHH HHUBA Ha TAKPONHMYC B KDLBTA NPH €THOBPEMEHHO NPUIIOKEHME ©
AMNOAMNHNH. 3a da ce H36ErHe TOKCHYHOCT ¢ TAKPONHMMYC, NPWICKEHHETO HA AMAOHHITHH HA NaIHENT,
TEKyBaH ¢ TAKPONMMYC, U3UCKBA NPOCIENIBAaHE Ha HURATA HA TAKPOIHMYC B KPBET2 M IIPH
HeoBX0OMMOCT, KOPUTMpaHe Ha J03aTa Ha TAKPOIHMYC.

HuxubGuropH Ha mpoTeHn, TapreTed 3a panamuuiH (MTOR)

Hnxuburopure Ha mTOR kato capoauMyc, TEMCHpPOIUMYC H eBepaauMyc ca cyberparn na CYP3A.
AmnoanimH € cnab unxubnrop Ha CYP3A. Tlpu eanospemennara ynorpeba va mTOR uaxnGuropu,
AMJIIOMNNH MOXKE 1A MOBUINH ekcriosnuaTa Ha mTOR uuxuburopure.

Hurnocnopus
He ca npoB&xaasHn NPOYYBaHKA 33 NEKAPCTBEHH B3aHMOACHCTBUS C UMKIIOCHOP
3ApaBK ROOPOBOIIIH, UM NIPA APYTH NOMYJAlHH, ¢ HAKBOYEHHE Ha NALUeHTH ¢
TpaHCIVIaHTalNA, kKb2eTo ce HabmonaraT NPOMEHIHBH NOBMLLEHHS (CPEXHO ¢
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| 6pemenHocTTa (BK. T. 4.3 B T. 4.4.).

HHCKHTE KOHUSHTDALHH Ha HUKNOCTIOPHH. Tpﬂﬁﬂﬂ Ha ce oOMHCIH MOHHTOpPHpAHE HA HNBATaA HAa
HUKNOCTIOPHH NPH NAUHSHTH C 61:6pe=ma TpancnaaHralMg Ha J€4CHHE ¢ aMIOAHIIAH, a A03aTa Ha
LHHKNOCTOPHH 'rpﬂﬁsa Aa €& HaMany cnopen HeobxonmMocTTa.

CuMBacTaTHH

ENHOBPEMEHHOTO NPHACHKEHHE HA MOBTAPAIIH ¢ 1034 oT 10 mg amnoaumus ¢ 80 mg cHMBaCTaTHH
nosene ao 77% ybenwyenHe Ha eKCIo3ULMATA KbM CHMBACTATHH, B CPABHEHUE ChC CHMBACTATHH,
NpUIOKEH CaMOCTOATENHO. [lo3aTa Ha CUMBACTATHH MIPY NMAalHETHH Ha amjIounKH TpaGpa 1a Onae
orpaandena a0 20 mg nHeBHo.

4.6 DepTHIIHTET, DPeMEeRHOCT H KbpMeHe

BpeMensoct

Bye apvixa ¢
Ynotpebara na ACE HHXWOHTOPH He ce NPEnoppHBa O BPEME HA FILPBHI TPHMECTHP OT
6peMenHocTTa (BXK. T. 4.4) H € IPOTHRONOKA3HA 10 BPEME HA BTOPHA M TPETUA TPHMECTBP OT

EnnaeMHonorHSHETE TaHHY OTHOCHO PHCKA OT TePaToreHHOCT ciiel exkcnoshuna Ha ACE nuxuburopu
110 BpEME Ha IThPBHA TPUMECTEP OT GPEMEHHOCTTA He ca YOenHTeIHY, HO IEKO NOBHILABAHE HA PHCKA
He Moxe /a 6bae H3kmouero. JIpH naueHTKUTE TujaHipamu peMeHHocT, Tepanusta ¢ ACE
HHXHOMTOPH TPAOBA 1a ce 3aMeHM ¢ AITCPHATHBHO AHTUXHIICPTEHIHBHO JICUEHHE, KOETO NMa
ycTasoeH npodun na GezonacHocT npu ynorpeba 1o peMe Ha GpeMEHBOCT, OCBEH aK0 He ¢e CYMTA 3a
kpaiiHo HeoOxoauMa. Ilpy yeranosanare Ha 6pementoct, neueHuero ¢ ACE nnxuGutopu tpsbea na
6ne cnpaHo He3abaPHO W, AKO € YMECTHO, TpsGRa Ja 6hAe 3an0uHaTa ANITEPHATHBHR Tepanu,
HispecrHo ¢, ye Tepannara ¢ ACE MEXBOHTOP 10 BpeME Ha BTOPHA H TPeTHS TPHMECTDD MPHUHHHABA
(heTOTOKCHYHOCT NP Xopa (HamaneHa 656peuna PyHKIML, ONTUroXHIpaMHHOH, 3a0aseHa OcHUKAIHA
Ha Yeperia) ¥ HeOHATaIHa TOKCHEHOCT (6L0peyHa HEAOCTATEYHOCT, XHIIOTOHKA, XHIIEPKaNHeMuA) {BX.
cBlIo T. 5.3). B cayyaii Ha ekenossuua Ha ACE HHXHGHTOp npes BTOpHA TPHMECTBD Ha OpeMeHHOCTTa,
ce NpenophyBa nperne] ba Gnépednara QyHKUMA H Yepena wpes ynTpaseyx. HoBopoaenn, unuro
Mmaiikn ca npueMans ACE uixubutoph, TpaOpa 1a 6B-AAT BHUMATRTHO NPOCENABAHM 34 HANHYHE HA
xunotouud (Bx. T. 4.3 u T. 4.4).

Bwe epv3xqg ¢ awrodunun

He ¢ yeranoseHa 0€30macHOCTTa Ha aMAOIWIIAH NPH OPeMEHHH JXeH!,

B npoy4BaHHA npM KMBOTHM, TIpM BUCOKH 11034 € HabmiogaBatia penpofyKTHBHA TOKCHYHOCT (BXK. T,
5.3). TIpunoxenue 110 BpemMe Ha OpeMEHHOCT Ce MPENOPBRYBA CaMO KOraTo HaMa no-Gesonacha
aNTEPHATHRA # KOTaTo caMOTo 3a00MBAHE HOCH NO-TONAM PHCK 32 MalikaTa u mnoga.

Kepmene

Bve spbika ¢ pavunpun

Hopann munca Ha AOCTATLYHO HHYOPMALIMSA OTHOCHO YNoTpe0aTa Ha paMuIpHI Npe? Nepuona Ha
KppMeHe (BK. T. 5.2}, 32 NpeAnouHTaHe € Nipe3 Nepyoaa Ha KbPMEHe J1a C¢ M3NOJ3BAT APYTY NeUeHus C
no-fgolpe ycrauoseH npodun Ha GezonacHocT, 0co0EHO NPH KLPMEHE HA HOROPOAEHO HIH HEAOHOCEHO
AeTe.

Bve gpv3ka c amiocdunun
AMIIOJHUITHH C€ eKCKpPETHpa B KhpMaTa NIpH xopa. YacTTa, KOATO KbPMAUeTO MONy4ara OT 103474,
TIpHETa OT MaiikaTa, € N3YHCIIEHA ¢ MEXIYKBAPUTENeH AManason ot 3-7%, ¢ ropHa rpaH
EdexreT Ha amnoaunux npu Geberta e HemspecteH. He e w3secTeH edexTHT Ha aMno
KxbpMayeTo, PelienHeTo 3a poaR/LKaBaHe/CNHpane Ba KbPMEHETO WK 33 IPOALI
NeyeHdeTo ¢ amiiomuiH TpabBa aa ce B3eMe Clie]] NPeLieHKA Ha NI3aTa OT KBhPM:
0713374 OT JICYEHHETO C AMNOAUNHKH 32 Majikara.




Deprunurer

BbB Bpb3ka ¢ aMJIOJUITHH

Ilpx HAKOM MaLMEHTH, JIEKYBaHH ¢ G10KepH Ha KalLIMEBUTE KaHaH, ca CboOLIeHH 00paTHMH
OHOXWMHYHM NPOMEHH B IJIaBUUKaTa Ha crnepmaTtosonaute. KIMHHYHHTE JaHHKU ca HeI0CTATBYHH 10
OTHOLIEHHE Ha NOTEHUMANHMs edeKT Ha aMIoAMNKH BbPXY deprunurerta. [1pu eqHo npoyysaHe npH
IIBXOBE Ca YCTAHOBEHHU HeXeNaHH eeKTH BbpXYy MbxKKHs deprinuret (BXK. T. 5.3).

4.7 E¢exTn BLpXy ciocobHOCTTA 32 modupane H padora ¢ MALIHHH

Ervipamiion Moske J1a nosjiusie B cnaba 10 yMepeHa creneH criocobHocTTa 3a 1wodupane u pabora ¢
MallMHH. AKO NMalMeHTHTe, NPHEMalllM aMJIOIHITHH, NOJTy4aT 3amaiiBaHe, rnaBoboiiue, yMopa Hin
rajieHe, cnocoOHOCTTa MM J1a pearupar Moke aa 6bae HapyuieHa. [IpenopbuBa ce NOBHLLIEHO
BHUMaHHe, 0c00EHO B HAYAIOTO Ha JIEYEHHETO.

4.8 Hexenanu NeKapcTBeHH PeaKIHH

Pamunpun:

IlpodunbT Ha Ge30nacHOCT Ha PAMHIIPUI BKJIKOUBA NMEPCHCTHPALLA CYXa KALLIHLA U PEAKLIMH
BCJIE/ICTBHE HA XMMOTOHHATA. TeKKHTE HeXKeNaHH peakLMH BKJIFOYBAT aHTHOHEBPOTHYEH OTOK,
XHIepKanHemMus, 6b0peuHo WK YepHOAPOOHO yBpeKaaHe, aHKPEeaTHT, TEXKH KOXKHH PeakLlui 1
HEYTPONEeHHA/arpaHyI0LMTO3a.

AMJIOJIHTIHH:

Haii-uecTo noK1aIBAHMTE HEKEJIAHH PEAKLIMM 110 BPEME Ha JIEYEHHETO ca ChHIIMBOCT, 3aMasgHOCT,
rnaBoonue, cbplebuene, ropely BuiHH, KopemHa 60/Ka, rajieHe, 10yBaHe Ha IIIe3eHHTE, OTOK U
yMopa.

Hexenanure JIEKAPCTBCHH pCaKL UK, Habo1aBaHu IpH yn0'rpe6a Ha JIB€TC aKTHBHH BCULIECTBA
NOOTAECJIHO, C€ MPEACTABAT 4PE3 CJACHHUTE I'PYIIH YECTOTA:

Mmoro uectn 21/10

Yectn 21/100 no <1/10

Heuwectn 21/1 000 no <1/100

Penku 21/10 000 no <1/1 000

MHmoro peaxu <1/10 000,

C HeusBecTHa yecTOTa (OT HAJIMYHHTE AHHH He MOKe 1a ObJe HanpaBeHa OLieHKa)

CucreMo-opranen YecroTa Pamunpna AMIOANNHH
kjaac no MedDRA

Hapymenns na Heuyectn EozoHodunus

KPBLBTA H THM(pHATA Penku [NoHmxenne Ha 6pos

cHcTeMa Ha Oenure KpLBHU

KJIETKH (B T.u.
HEYTPOTEHHS HITH
arpaHyoLMTo3a),
NMOHWKEHUE Ha Opod Ha
YepBEHHTE KPbBHH
KJ€TKH, MOHWKEHHEe Ha
XeMorj00HHa,
NOHHXKeHHe Ha Opost Ha
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CucTemo-opranes YecToTa Pamanpuna AMIOAHNHA
kaac no MedDRA
TpoMOOoIMTHTE
MHoro peaku JleBkoneHus,
TpoMOOLIMTONIEHUS

C Heu3BecTHA 4yecToTa

KocTHO-M03buHa
HEJNOCTATLYHOCT,
MaHLUTOTNEHHS,
XEMOJIMTHYHA aHEMHSA

Hapymenus Ha
HMYHHATA CHCTeMAa

MHoro peaku

AJlepruyHH peakuuu

C Hew3BecTHa 4ecToTa

AHauIaKTH4HH WIH
aHa(MNaKTOMAHH
peakiyH, YBeJIHYeHH
aHTHHYKJI€apHH
aHTHTENa

Hapymenus Ha
€HJOKPHHHATA
cHCTeMA

C HeM3BeCTHA YecTOTa

Cunzipom Ha
HEaJeKBaTHa CEKpeLus
Ha aHTHWYPETHUYEH
xopmoH (CHCAX)

Hapymenns na YecrH [ToBuieHo HUBO Ha
MeTa0oaH3Ma 1 KaJIHH B KpbBTa
XpaHeHeTOo Heuectn AHOpeKcHS, MOHWKEH
aneTuT
MHoro peaku Xunepriavkemus
C neunspectHa uectora | [lonuxkeHo HUBO Ha
HATpPHH B KPHLBTA
Henxuunn Heuectn [ToTtucuaro ITpomenu B
HapyIIeHHus HacTpoeHue, HACTPOEHHeTO (B T.4.
TPEBOKHOCT, TPEBOMKHOCT),
HEPBHOCT, 6e3cpHME, AenpecHs
6e3noKoHCTBO,
HapylIeHHE Ha ChHA, B
T.4. ChHJIMBOCT
Penxu CobeTosiHME Ha OO6bpKaHoCT
oOBpKaHoCT
C Hemn3pecTHa yectoTa | Hapyuiena
KOHLIEHTpaLMs
Hapymenns na YectH I'naBoGonue, I'naBoGonue,
HEpPBHATA CHCTEMA 3amaiiBaHe 3amalBaHe, CbHIMBOCT
(Haii-Beye B HA4aNOTO
Ha JIEYEHHETO)
Heuectn CRreTOBBpTEH, Tpemop, nucreysus,
rapecTesus, areys3us, CHHKOI, XHIIOECTE3HS,
JIMCrey3Hs napecresus
Penku: Tpemop, HapylieHo
paBHOBECHE
Muoro peaxu [loBHieH MycKyneH

ToHyC, nepudepHa

C Heu3BecTHa YecTOoTa

Mo3byHa UCXeMus, B
T.4. HCXEMHYEH HHCYIT
H NpexXoaecH
HCXCMHUEH NMPHCTDBI,
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Cucremo-opranen YecToTa Pamunpna AMJIOAHIIHH
kiaac no MedDRA
HapyLIeHHe Ha
NCUXOMOTOPHHUTE
tyHKuMH, ycelate 3a
napeHe, NapocMus
Hapywmenuns na ounrte | Yectn 3pUTeNHO HapyllleHHe
(B T.4. MUTLIOMNHSA )
Heuectu 3pHUTesIHH HapyLUEeHUs,
B T.4. 3aMBbITIEHO
3peHUe
Penxu KOHIOHKTHRHT
Hapymenns #a yxoro | Heuectn Illym B ymure
H J1a0HpPHHTA Penxu CnyXoBH HapylIeHHs,
LIYM B YLIHTE
Copaeuynn Yectn [Tannurauuu
HAPYIIEHHS Heuectu MuokapaHa HcxeMus, Apurmus (B T.4.
B T.4. CTEHOKap1s Opanukapaus, KamepHa
UM MHDAPKT Ha TAXHKapAHA U
MHOKapaa, NPeACHPAHO MbXK/IEHE)
TaxXHKap/Hs, apHTMHA,
NaJITHUTALHH,
nepudepeH 0Tok
MHoro pesku Hudapkr Ha Mmuokapna
Cb10BH HApYIIEHHS Yectu XHIIOTOHUA, 3auepesBaHe
opTrocTaTHYHA
XHMIIOTOHHS, CHHKOI
Heuectu 3auepBsBane XHIOTOHMA
Penku Cb0Ba CTEHO3A,
xunonepdysus,
BACKYJIMUT
MHoro pejiku Backynur
C neunsBectHa yectota | ®MeHomeH Ha PeiiHo
PecnupaTopnn, Yectu HenpoaykTtHBsHa, Jucnnes
IPBAHH H Apa3Hella KaluuLa,
MeHACTHHAJIHH OpOHXMT, CHHY3HT,
HApYLIeHHS JIMCITHES!

Heuectn Bponxocnazbm, B T.u. | Kamunuua, puHuT
obocTpeHa acTMa,
Ha3alHa KOHIeCTHS
CromamHo-4peBHH YecTH CToMauHO-4peBHO ["anene, Oonka B
HApPYIICHHS Bb3MaJIcHHe, KOpeMma, IMCcrencus,
HapyLIeHo npoMsiHa B
XpaHOCMHIIaHe, HU3X0XKIAHETO (B T.u.
auckomdoprt B AUapus U
obnacTra Ha kopema, KOHCTHMALIMA)
JIUCTIETICHS, AMapusl,
rajieHe, NOBpbIlaHe
Heuectn [Tankpeatur (B [ToBpbluane, cyxora B

M3KJIFOYHTENHO PelIKH
cilyyau e cbodlaBaHo
3a (aTaneH U3Xoa Nnpu
npueM Ha ACE
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Cucremo-opranen
kiaac no MedDRA

YecrToTa

Pamunpnn

AMJIOAHTHH

MHXHOUTOPH),
NOBUILEHH MAaHKPEacHH
€H3UMH,
AHr'MOHEBPOTHYEH
OTOK Ha TbHKHTE
yepea, Ooska B
ropHara 4acT Ha
KOpeMa, B T.4. FacTpHT,
KOHCTHMALUA, CyX0Ta
B ycTara

Penxu

I'nocur

MHoro penku

IMankpeartuT, racTpur,
rHHIMBaIHA
XHIepIuiasus

C Hew3BecTHa 4ecTOTa

AdTO3€H cTOMaTHT

Xenaro-oMHapHA
HApYIIeHHUSs

Heuectu

[Mopuiuenu
YepHOAPOOHH EH3UMH
W/WITH IMpeKTeH
OunupyOuH

Penku

XonecraTHuHa
JKBITEHHLIA,
XenaToLenyJjiapHo
yBpekKIaHe

MHoro peaku

JKbnrenuua*,
XenaTuT*, noBULLIEHH
yepHOAPOOHH eH3uMKu™*

C Heu3sBecTHA 4ecTOTa

Octpa yepHOapoOHa
HE10CTaTbYHOCT,
XOJeCTaTHYeH WK
LIMTOJTHTHYEH XenaTHT
(¢ daranen usxon B
M3KJTIIOYHTEJTHO PEAKH

cliyyaH).

Hapymenns na
KOKATA M NOJKO0KHATA
ThKaH

YectH

OO0pHuB, no-cneUanHo
MaKyJlo-namyJjapeH

Heuectn

AHrHOHEBpPOTHYEH
OTOK; B U3KJIIOYHTEIJIHO
peaxu ciyuau
OGnokHpaHeTo Ha
BB3/yXOHOCHHTE
MbTHILA OT
AHTMOHEBPOTHYHHAT
OTOK MOXe Ja
MPHYHHK (aTajieH
H3xox; chplex,
XMNepxuaposa

Anoneuus, nypmypa,
NpoMsiHa Ha LBeTa Ha
KOXKaTa,
XHNepXuapo3a,
chpbesxk, oOpHB,
€K3aHTeM, YPTHKapHs

Penxu

Ekcdonuarieen
JIEPMaTHT, YPTHKAPH3,
OHHMXOJIM3a

MHoro penku

Peakuua na
YYBCTBUTEJIHOCT KbM
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Cucremo-opranen Yecrora Pamunpua AMJIOAMNHH
kaac no MedDRA
CBET/IHHA myatHdopme,
ekconuarueen
JepPMaTHT, CHHAPOM Ha
CtuBbHC-J[KOHCBH,
otok Ha KBuHke,
YYBCTBUTEJIHOCT KbM
CBETJIMHA
C HeuzpecTHa yecToTra | ToKcHuHA Tokcuuna
enuaepMaiHa enuaepManHa
HEKpOJIH3a, CHHAPOM HEKpoIu3a

Ha CTHBRBHC-J[KOHCHH,
epuTeMa MynTHHOpME,
nemduryc, obocrpeH
NCOpHa3HC,
ncopuasudopmeH
JEPMAaTHT,
neMguroneH uiu
JIMXEHOM/IEH E€K3aHTEM
WJIH EHAHTEM,
aoneuus

Hapymenus na Yectn Myckynnu 60s1kn, Orok Ha rnesena,
MYCKYJ/JIHO-CKeJIeTHATA MHAITHs MYCKYJTHH CIIa3MH
CHCTEMA H HeuectH Aprpanrus ApTtpanrus, MHanrus,
ChbeJHHHTEJIHATA fonka B r],p63
ThKaH
Hapymenus Ha Heuectu brOpeuno yBpexkaane, | HapyweHo ypunupase,
0BLOpennTe H B T.4. ocTpa Ob0OpeuHa | HOKTYpHS, NOBULIEHA
NHKOYHHTE IbTHINA HEA0CTaThYHOCT, YeCTOTa Ha YpHHUpaHe
NOBHIIEHO KOJIHUYECTBO
OT/IeJIEHa YpHHa,
BIIOLIABAHE Ha
ChILECTBYBALIA
NPOTEHHYPHH,
TMOBHILIEHA ypes B
KPBBTA, OBHLIEH
KPeaTHHHH B KpPbBTa
Hapymenns na Heuvectn [pexoana epektunHa | MMnoTeHTHOCT,
BBL3NPOH3BOHTE/IHATA aMchyHKLMS, IrMHEKOMAacTHs
CHCTEMA H IbpAaTa MOHHKEHO THOHJ10
C HeunsBecTHa yecToTa | 'MHeKOMacTHs
O0mu Hapymenus u MHoro yectn OTtok
edexTH Ha MACTOTO HA | YecTH Bonka B repaure, VYmopa, acrenus
NpPHJIOKEHHEe ymopa
Heuectn [Tupekcus bBonka B repaure,
Oonka,
HEpasnojoKeHHe
Penku AcTeHus
Nacaensanns Heuectn

*B noseuerto ciiyuyau ¢ xonecrasa
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Cro0miapaHe Ha MORO3IHPAHY HEKENAHH PEaKUHu
Crobluapaneto Ha NONO3MPARM HEXKENaHU PeaKUHH CIIEX PaspeiiaBate 3 YHOTpeba Ha IeXapeTBeHUs

nponyxT e Baxkeo. ToRa HO3B0ABA Ja NPOABLKK HAOMIONEHUETO HA CHOTHOLIEHHETO NONIIA/PUCK 3a
nexapcTBeRHd npoaykr. OT MeIMUMHCKHTE CNeLHaTHCTH ce M3KCKBA Ad ¢hoO1aBaT BCAKa MOAO3HPaHa
HEMKeJaHa peaKLivs Ype3 RAllHOHANHA CHCTEeMa 3a chobulasaHe B ManbnuuTenHa areHuMs no
nexapcrsata yu. ,Jaman I'pyes® Ne 8, 1303 Cogpus, Ten.: +35 928903417, yeOeaiit: www.bda.bg,

4.9 IIpeaozmpaue

BxB BpEIKA ¢ DAMUIIPAL;

CumiToMuTe, cBbp3aHu ¢ Npeno3upate Ha ACE HHXuGHTOpH MOTaT 22 BIUTIOYBAT NPEKOMEPHa
nepudepHa Ba3oAKRIATALHA (¢ TOAMEPTAHA XHNIOTOHKS, WIOK), OpanHKapaua, eNeKTPOIHTHE Hapy e
# 6b6peuna negocTarbyHocT. IlauuenTsT TPAOBa fa Gbae CTPHKTHO HabmoRaBaR, Ae4eHHeTO TpadBa
Ia OB/ie CHMNTOMAaTHYHO H NOANBP#katio. IpenoprudrentuTe MEpKY BXIOYBAT MhPBOHAYATIHA
NeTOoKCHKALMA {CTOMAIHA NPOMHBKA, NpHarasie Ha aAcCOPOEHTH) ¥ MEPKM 3a BB3CTAHORABAHE Ha
XeMOIMHAMHYHATA CTa0MNHOCT, BKIIOYHTEHO NpHiaraHe Ha anda 1-aapeHepruyH AroHHCTH HIH
aHrnoTeH3uH Il (aHrHoTeHIMHAMHA). PAMHIIPHNIAT, AKTHRBHUST METAa00ONHMT HA pAMUNPHUI, c&
OTCTpaniBa oT 061(0T0 KpBBOOGpaileHNE HE3aKOBOIMTENHO Upe3 XeMORHATH3A,

BEB BpB3Ka ¢ aMJIOAWINE:
OnurET Mo OTHOLICHHE Ha IPeAHAMEPEHO JIPe/JO3HpaHe NPH XOpa & OTPaHHYEH.

CuMnroMu

B13 ocHoBa Ha HATHYHHUTE JAHHH CC IPEANOINAra, Y€ CEPHO3HO NPeAO3HpaHe ¢ AMIOTHIIMH MOXKE AQ
JIOBeJie IO eKCTpeMHa neprdepHa BasOAMTATALIA K BEPOATHO A0 pediekcHa Taxukapaus. Vima
chOOLIEHHA 3a CTy4aH HA M3Pa3eHa H NOTEHNMATHO YABIDKEHA CHCTEMHA XUNOTOHUS, JOCTHIAIIA A0
HIOK ¢ daTaneH U3Xon.

ProOKo ce cwobuiang 3a vexapouozenen 6enodpoben omok kamo ciedcmene om npedo3upane Ha
AMI0ONRUN, KOCMO MOdce 0a ce HpoAeH Coc 3abaseno navaio (24-48 yaca cred noznviane) u dq
UIUCKBA BEHMILAAKRUORNA NOOKPenad. Pannume peanumaluoRnu MePRU (8KTIOMUMENHO
HpPEMOeapeane ¢ mednocmis) 3a noddepicane Ha nepiysurma i copoewnun oebum mozam oa voam
YCKopRsauu axmopu.

Jleuenne
KNHBH4HO 3Ha4HMATa XHITOTOHHA NOPAIM NPe03Hpate HA aMITOMNKH W3KCKBA AKTHBHA ChPACYHO-
CLIOBA peaBHMALMA, BKIIOYBANA HECTO KOHTPOIMPAHE Ha ChpACHHaTa H JHXATeNHA PYHKIMS,
TIORJUraHe HA KPAHHHLIMTE ¥ BHHMAHHE 110 OTHOMIEHHE Ha LIMPKYnaTopHua 00eM B AMypesaTa.
FpunoxenyeTo Ha Ba3OKORCTPUKTOP MOJKE 1A € OT TON3a 33 BB3CTAHORSBAHE Ha ChAOBHA TOHYC H
apTEepUaNHOTO HANATAHE, B CIy4all 4e HAMA [IPOTUBONOKA3aHHA 32 NIPUIIOKEHHETO MY .
HHTpaBEeHO3HOTO MPHIOKEHHE Ha KAMIHEB IIIOKOHAT MOKe Jia © OT T0Ji3a 3a NpeofondBate Ha egexra
ot ONIOKATaTa HA KaNnuMeBUTE KaHaT|.

CroMauiHaTa NPOMMBKE MOKe Aa 6bae oT noi3a B Hakoy cay4au. [lpu 3apasu noGpoBonuy npu nprem
Ha aKTHBEH BBIVIEH N0 2 Haca cnen npunoxenue Ha amnogunud 10 mg ce Habmogara HamaneHue Ha
abcopOimaTa HA aMJTIOTHIIHH.

Hsama BepoaTHocT ananmzara Ja 6sae OT Ion3a nopajy CHNHOTO CEBP3BAHE HA AMITOAHMIT
NPOTEHHUTE.

5.  @®APMAKOJAOTMMHHK CBOHCTBA

16



5.1 DapmaKoARRAMAYHY cBOHCTBA

dapmaxorepaneriuta rpyna: ACE unxuburopu u 6nokepn Ha kanpmepure kaHam, ATC xox: CO9
BBO7

MexaHu3bM Ha JeHiCTBHE HA DAMHIPHIL.
PaMunpHnar, aktHBHUAT MeTabonuT Ha NPeKypeopa paMHnpui, WHXHOupa eHsHMa

JunerrmapwikapokcHnenTHaasa 1 (CHHOHMMIU: aHMMOTEH3HH-KOHBEPTHPALK] eH3iM; Kuhnuasa II). B
TIa3MaTa U TEKAHKUTE TO3H CH3HM KaTaiu3upa KOHBEPTHPAHETO HA AHTHOTEH3HH | Ao axTvBHuUS
BA30KOHCTPHKTOP aHMHoTeH3HA 1, KaKTO ¥ pasrpanaHeTo Ha aKTHBHUA Ba3OAWIATATOP SpagRKHHEH.
HNorwkeHoTO 06pasysane Ha aurnoTen3uH 11 ¥ nExUCHPane Ha pasrpaKIAHETO HA BPAXHKMHNH, BOLST
A0 Ba3ONHISTAIMA.

Thrii xaro anrdorensun Il cTiMynupa ocgo60xaaRaHeTO Ha aJIOCTEPOH, PAMBIIPIAAT BOAM N0
HaMangBaHe Ha alA0CTEPOHOBATA cekpeiya. CpeaHOCTATHCTHYECKH NOB/MABAHETO OT MOHOTEPAITHA C
ACE nuxuGnrop e no-ciabo npu yepHoxoxH (appo-xapubeka paca) XUNEPTOHUYHE MALMEHTH
(0OMKHOBEHO MOMYNALHA ¢ XAIICPTOHHS C HHCHK PEHHH) OTKONKOTO NPH APYIHTE NALHEHTH.

(DaQM&KO,BHH&MH‘IHH CQGKTH Ha DaMHNPHI:

ITpunaraneTo Ha paMBIIPII BOAM JIO 3HAYMTENHO TOHHKABaHE Ha nepuiepuara aprepuasita
PE3UCTEHTHOCT. B NoBeyero cilydan HAMa 3HAYHMH NpoMeHH B 6E0peuHNA KPBBOTOK M CKOPOCTTA Ha
rioMepynHara ¢unTpatya. IpHiaraHeTo Ha paMuIIpUN NPU NALMEHTH C XHIICPTOHKA BOLH A0
NOHIKABAHE HAa KPBBHOTO HANIATAHE B H3MPABEHO K JISTHANO IOA0KeH# e, 6e3 KOMITeHCaTOpHO
TIOBHINABAHE Ha CHPIEYHATA HeCcToTA.

Ipu nosedero NMAUKMEHTH HAYANIOTO HAa AHTHXHIEPTEHINBHHA edexT Ha eHOKpATHATA 1034 Ce TIPOSBABA
1 no 2 waca cnen nepopaiHo npwiackenue. IINKoBUAT edhekT HA enHOKpaTHATa A03a, OOHKHOBEHO Ce
A0CTHra 3 A0 6 4aca CIeR NepopaIHO NPHACKEHHE. AHTHXHNCPTEH3UBHUAT eEKT Ha CAHOKPATHA 1034
OGHKHOBEHO RPOABIDKaBa 24 uaca.

MaxcHManBuST aHTUXHIIEPTEH3HBeH edeKT Ha MPOXBDKHTERHO JIEHEHHE C PAMHNPHA OOUKHOBEHO
HacTbnsa cies 3 1o 4 ceamun, Joka3aHo €, He AHTHXHNEPTeH3HBHHAT €(eKT € NOCTOAHEH NpH
IBATOTpaKHA TepamHa, IPOABLKABAILA 2 FOAUHH.

Paskoto fipekseBaHe Ha NpHeMa Ha paMATIPII He Boau 10 Obp3 M npekoMepeH ,,peGayHa’ edekt Ha
NIOBHIUABAHE Ha KPBBHOTO HaJIraHe,

Harinu om xnunuiny BPOYNEARUA 3a GE0UHOMO BAOKUPANE RA PENUN-GHZUOTREH3UR-ANOOCEPOHOBAMA
cucmema (PAAC):

JlBe ronemu pasaOMH3HpaHH KOHTpopany npoyuBanud — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyijo rnofanHo HanHTsane 3a kpaiuy
TOYKH Ha Te/IMHCAPTAH, CAMOCTOSTENHO U B XoMOUWHaiwA ¢ paMunpwi) # VA NEPHRON-D
(Xnupyyno npoyypaHe cBLPIaHO ¢ palBuTHE Ha HedponaTHa npH AHaler, NPOBSIEHO OT
MuHHCTEPCTRO O BLIPOCKHTE HA BETEPARHTE) — poyuBaT ynorpebara Ha komGunammsta or ACE
WHXHOMTOP U aHrdorensHu I1-peuenropes Gnokep.

ONTARGET ¢ npoyusane, ipoBeNeHo NpH NALMEHTH ¢ AHAMHEA 34 CHPASYHO-CHAOBA WM MOIBYHO-
cpaoBa Bonect, Win 3axapen nuaber THN 2, NPUAPYKEHH ¢ JaHNH 32 YBPEXKIaHe Ha e(eKTOPHH OPTaHHu.
VA NEPHRON-D e npoy4sane npu nauieRTH ¢¢ 2axaped avaber thn 2 1 nuaberHa HedponaTua.
Tesn npoyuBaHUs He MOKa38aT 3HA4MM GraronpusTeH edexT FBPXY OLOPEYHUTE WHIH CHPACUHO-
CBAOBHMTE MOCACANHLUH H CMBPTHOCT, KATO ChllleBpeMeHRO ca HaOMoJaBAHK IOBMIIEH PHCK OT
XHICPKUIREMHA, OCTPO yBpeXkaaHe Ha OLOpeunTe Wi XUOTOHHA B CPaBHEHHE ¢ MOHOTEPANNITA,
Karo ce nmar nipeasun cxonuuTe HM GapMaKOAHHAMHEHH CBOMCTB2, T€3 Pe3y/ITaTH Ca NPWICKHMH 1
3a apyru ACE uwnxuburopy v aHrsoreqsuy [l-peuentopun Gnokepn.

ACE nnxuburops u anrsotensu [I-peuentophn 610KepH cneioBarento ve Tpsady
¢HOBPEMEHHO NPH NaiHeHTH ¢ qHabeTHa Hedponarus.

ALTITUDE (KauHi49HO fIpOy4BaHe NPOBEACHO ¢ ATMCKHPEH TIPH NSLHEHTH C
€ H3MON3BARE HA CHPACYHO-CHLIOBH H OBOpeunn 3abonssatus KaTo Kpaiiun
NPEAHATHAYMEHO la WCTEABA NO/3aTa 0T 405aBRHETO Ha A/THCKUPEH KbM CTa
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HHXHOHTOP Wik aHrHOTeH3WH 11-peuenTopeH GloKep NpH NAUHEHTH Che 3aXapeH aunaber Thn 2 1
xpouuyno 6pbpevHo 2abonsBane, ChPACHHO-CBAOBO 3ab0iaRane UK H apeTe. IIpoyuBaneTo ¢
NPEKPATEHO NPEXKAEBPEMEHHO NOPaAH MOBUIIEH PHCK OT HeOiaronpraTay nocnennuy. Kakro
CLPACYHO-CHA0BATA CMBPT, TAKAE ¥ HHCYJITHT c2 ITO-YECTH B rpynaTa Ha alHCKHPeH, OTKOAKOTO B
rpynara Ha wianebo, a npeaCcTABNABALIUTE UHTEPEC HEXKENAHH ChOUTHS H CEPHOIHH HEXKEIAHM
cHOMTHE (XMNepKanHeMyid, XHNOTOHKA ¥ 6E0peuHa AnCHYHKIML) ce crobiliasar No-4ecTo B rpynara Ha
aJIMCKHPEH, OTKONKOTO B TpynaTa Ha nnauebo.

IenmaTpnusa nonynaius
B paunoMmsnpaHo, ABOHHO CAANO, MIAHEG0 KOHTPOIHPAHO KIHEWYHO NPOYUBaHEe BKITIOYBAO 244

MEAUATPHYHH NAUHEHTH ¢ XulepToHKA (73% ¢ MbpBHMHA XHIIEPTOHUA ), Ha BR3pACT 6-16 rogumH,
MailHERTHTE Ca NOTYURIN HUCKa 1033, CpeliHa 1032 WIIH BHCOKA 1034 PaMHIIPHJL, 32 AOCTHIaHe Ha
TUIA3MEHH KOHUEHTPaIMH Ha PAMUIIPHIAT, OTTOBAPALUH HA JO30BHS AMANA3OH 23 BE3pacTHHM oT 1,25
mg, 5 mg 1 20 mg BB3 OCHOBA HA TEAECHOTO TErNo. B Kpas HA YETBLPTATA CEMHLA PAMUITPHIT € Oun
HeeeKTHBEH 3a TOCTHraHe HA KPAiHATA 1eN 33 HAMATIABAHE Ha CHCTONHOTO KPLEHO HANAraHe, HO NPH
Hali-BHCOKAaTa 023 NOHIKABA AHACTONHOTO KPEBHO HanArane. [1pu aena ¢ noTeppaeHa Xunepronusd
TIPY CPEAHH ¥ BUCOKH JIO3M PAMHIIPIUT HOKa3Ba 3HAYMTEIHO IOHIDKEHNE Ha NHACTONHOTO W CUCTOMHOTO
KPBbBHO HanAraHe.

Tosn edext He ¢ HabmoAABaH B 4-CeAMUYHO, ¢ DORHIABAHE HA 2032T3, PAHAOMH3HPAHO, ABOYHO
CHIANO, OTHEMAIO H3NUTRAHE Npy 218 nenHaTpHYHH NalMEHTH Ha BB3pacT 6-16 rogunn (75% ¢
NBbPBHYEA XHICPTOHHA), KBAETO ¥ JHACTONHOTO, H CHCTONHOTO KPBBHO HAMATAHE €& AeMOHCTPHPAIH
¢nabo, HO He CTATHCTHHMECKH 3Ha%HMO, BPBIIaHe KbM HA4aTHOTO HUBO, IPH BCHYKWTE TPH M3NUTBAHU
O30BY HKRa [HUCKa no3a (0,625 mg — 2,5 mg), cpeana no3a (2,5 mg — 10 mg) unu Brcoka no3a (5 mg
= 20 mg)] pamunpua Ka 6a3a Ternoro. PaMRIpHN He € NOKasal JIHHeeH A030B OTrOBOp HpH
H3NUTBAHAT2 NeAHaTPUYHA NOMyNAUHS.

MexannisM Ha JeHCTBHE Ha AMAOAHIMH:

AMIOAUTIMH € HRXHGHTOP Ha MHGTyXca Ha KanuuesuTe HoHK, OT AMXHAPONMPHIHHOBATA Ipyna
(bnoxep Ha 6aBHYTE KAHANW WM AHTATOHUCT HA KATLHEBHUA HOH) M MOTHCKA TPaHCMeMOPaHHOTO
HABJIWRAHE HA KanuneBH HOHH B KIeTKWTE Ha ChPJCYHATA H ChIOBATA MNMANKA MYCKYNaTypa.

MexanusMbT Ha AHTHXMIIEPTEHIHBHOTO ACHCTBUE HAa AMITOJMIIHK C& TRJAH HA AMPEKTEH peNakcupain
e(deKT BEPXy ChAOBATA INIAJKA MyCKyAaTypa. TOUHHAT MeXaHH3IbM, 10 KOHTO AMIOIUITNH ofneKvasa
CTCHOKAPIMATA, HE € HATTBIHO H3SCHEH, HO aMJIONMIHA HaManaBa 0610TO MCXeMUYHO HATOBApBaHE O
ClIeHHTE ABA HAYHHE:

1} AMIOAHTIMH NPEAU3BHKBA JUIATAUMA Ha RepHGEepHHTE APTEPHONN U TAKA PEAYLIHpa 061I0TO
nepudepHO ChOpoTHBIEHHE (C/1e]] HATOBAPBAHETO), CPEIly KoeTo crpiero paGot. Trit kato
ChpAEHHaTa MECTOTA 0CTABA CTaDWIHA, TOBa OTOpEMEHABAHE Ha CHPLETO HAMaNIBa eHepruiiHaTa
KOHCYMALIWS ¥ KMCIIOPOAHHTE HyK/IH HAa MHOKApAa.

2) Mexaun3ambT Ha ZeHCTBHE HA AMIOAUIEHE CHUL0 TAKa BEPOATHO BIUIIOHBR AHAATANHA HA
FJIaBHMTE KOPOHAPHH apTEPHH ¥ KOPOHAPHKTE APTEPHOH, KakTo B HOPMATIHMTE, Taka B B
HeXeMu4HETe 00nacTH. Tasn gunaTatius NOBHINABA JOCTABKATA HA KHCIOPOJ TPH NAIHEHTH C
KOPOHAPEH apTepHaieH cnassM {anruHa Ha Prinzmetal My BapyaHTHA CTEHOKAPIHA).

Tpy NanuenTH ¢ XUNEPTOHN, NPHACKEHHETO SAHOKPATHO JHEBHO, OCHTYPARA KIMHHYHO 3HAYHMO
NOHWKEHUE Ha KPBHOTO HAIATAHE KaKTO B JIETHANO, TAKA M B H3NPABEHO [IONOXEHWE, 3 HHTEPBA OT
24 uaca. [Nopaan GaBHOTO HAYANO HA feHCTBHE, OCTPATA XHIIOTOHHA HE € XApaKTe JKEHHETO
Ha aMJIOJHIHH.

EnsoxpaTHOTO AHEBRO NPHACKEHHE HA AMJIONUITMH NIPY NallNeHTH ChC CTE
0obuIoTe Bpeme Ha (hH3MYECKOo HATOBAPBAHE, BPEMETO JI0 HAYANOTO Ha aHTH
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Aenpechis Ha ST-cerMenTa ¢ 1 mm W HaMaIABa KAKTO 4€CTOTAaTa HA CTEHOKAPAHMTE NPHCTHIM, TAKA
npueMa Ha TabNeTKH MTHLePHATPUHHTPAT.

AMAogunys He ce CELP3Ra C HHKAKBH MeTabONHTHH HeXeNaHn ed)ex‘m WIH NPOMEHH B TUIA3MCHHTE
JIHIHOH H € N0aXoasA 32 JeYeHHe Ha TAallBeHTH ¢ aCTMa, auabet u nojarpa.

ITpunoscenue npu nAyUERMU CoC CHPOSURA REDOCIQMBYHOC

XeMOoAHHAMHYHM H3CIEABaHKHA U KOHTPONHPAHH KIUHHMHH NPOYYBaHHA ¢ PH3HHECKO HATOBapBaHe
TIPH MALMEHTH CBC ebpaeuna HepocTaThuuocT kiac H-IV mo NYHA nokasgart, ye aMIOAUITHH He BOIH
A0 KIMHWYHO BJIOLIaBaHE, OLCHEHO Ypes ToNepanca KpM GHINYecKo HATOBapBane, NICBOKaMepHaTa
$paxind Ha Y3TIACKPAHE Y KIMHWYHATA CHMITTOMATHKA.

Inauebo-koutpoaupano kniHrYHO npoy4sase (PRAISE), npennaznaveHo 3a OlLCHKA Ha MALHEHTH ChC
cBpaeyHa nefoctaryunoct knac [I-IV no NYHA, nony4asamu auroxcus, auypernun 1 ACE-
UHXHOHTOPY, € MOKA3AN0, Ye aMAQAHMHA HE BOAM JO NOBHIIABAHE HA PHCKA 338 CMBPTHOCT MY
KOMOHHHPaHA CMBPTHOCT M 3a00JICBAEMOCT PH CHPAEUHA HEJOCTATRHUHOCT.

B npocneassaiio, AbATOCPOHHO, MIane60-KOHNTPONMpaHO KiHHM4HO nipoyusade (PRAISE-2) ¢
AMIOIMNNH NPH NAIUEHTH CBC chpreusa nepocratbuHoct Kaac HI-IV no NYHA ez knpnnunp
CHMNTOMH WM 0OEKTHBHH HAXOAKH 3a BE3IMOKHA HJIH HAIMYHA MCXeMUYHa 0oJiecT Ha ChpLIETo, Ha
nocrosnHa Tepanui ¢ ACE-uaxubutopy, Iuraranuc ¥ AuypetHuy, AMIOIHIHH HAME eQeKT BhpPXY
obmarta crpaeuHo-chaoBaTa CMBPTHOCT. [IpH ChliaTa MOMynaMs, NPHICKEHVETO HA AMIOAMNUH ©
CBBP3aHO C YBE/IHYEHa 3eCcToTa Ha choDlnenus 3a Genoapoben oTok.

Knunuuno npoyueane za npouaaxmunno revetue na ocnvp copoeden npucnon (ALLHAT)
MpoBeacHo € panAOMH3HPAHO, ABOHHO-CNIANO, OLEHABAINO 3a00NIEBAEMOCTTa B CMBPTHOCTTE KIHHHUHO
npoydpatie — M3nursaHe Ha aHTHXUNEPTEHIWBHO K THIMHAOMOHIDK2BANO IeYeHNe 3a NpodHIaKkTHKA Ha
cupaeues npuctToi (Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack Trial)
(ALLHAT), 3a cpapHaBane Ha NO-HOBYTE JEKAPCTBEHU TEPaHH: aMioaunyH 2,5-10 mg aHesno
(Gnokep Ha KANIMEBMTE KAHATH) WM siuzuxonpra 10-40 mg nnesHo (ACE-BHXHOUTOD), KATO Tepanuu
OT MBPBA IHKHA, CTIPAMO JIeHEHHE C THASKIHMS NUYPETHK XIIOPTANUIoH 12,5-25 mg AHEBHO, IPH JIeKa
JIO YMEPEHA XUICPTOHUA. _

O6mpo 33 357 naumeHTH ¢ XHISPTOHAA, HA BB3PACT HAI 55 rolHK, ca GBI paHIOMM3HPAHY H
[POCNeIeHN B NPOIBIDKEHNE Ha cpenHo 4,9 roaunu. [TaryeRTdTe ca uMami Hal-Maliko oule eauH
pHckos ¢axTop 3a MUBC, BKIIOUHTEHO Mpeaxofek MHOKapAeH HHpapKkT WK uHeynT (> 6 Meceua
TIPpENH BKAFOYBAHE B NPOYYBAHETO) HIH JOKYMEHTIPaBa ApYyTa aTepOCKIepOTHYHA KOPOHAPHA ChA0BA
Gonect (0bmo 51,5%), anabet tun 2 (36,1%), HDL-C<35 mg/dL (11,6%), 1eroxamepHa xuneprpodus,
JIKAarHOCTHIIMpaHa C eNeKTPOKAapAHOrpaMa riu exoxapauorpabceky (20,9%), TioTionomyiuese &
HacTostus MoMeHT {21,9%).

[TepBuuHaTa KpaHa Touka € chueTanse ot patanna UbC wim nedaraned Muokapren ungapxr. Hama
3HaUHMAa PaslIMKa B NBPBHYAATA KPaiiHa TOMKA MEXTy TeparnuaTa ¢ aMnogunuy H xnopramaon: RR
0,98 95% 1M (0,90-1,07] p=0,65. Cpen BropHunHTe KpaiiHi TOUKH, YECTOTATA HA ChpAEYUHA
HEAOCTATHUHOCT (KOMITOHEHT HA CLCTABHATA CHPACUHO-CHAOBA KpaliHa TOUKE) € 3HAUMTEIHO 0-BHCOKa
B IPyNaTa Ha aMJIONIMIIMH, B CpaBHEHME ¢ rpynaTa Ha xnopramdaon (10,2% cpemy 7,7%, RR 1,38, 95%
JH [1,25-1,52] p<0,001). Bee nak, HaMa 35auuMa pasiHka B 00INATA CMBPTHOCT MEXAY TEPANHATa C
aMJIOANINH H TepankaTa ¢ Xaopramaod: RR 0,96 95% U (0,89-1,02] p=0,20.

[epuarpuuna nomynatmg (Ha Bb3pacT 6 FOAUHH W NOBENE)

Ilpn npoyysane, pxmousamo 268 neua Ha sb3pact 6-17 roAnHH, peaHMHO ¢ BTOP
CPaBHABAHETO Ha J03a oT 2,5 mg H 5,0 mg amnoarnyH ¢ nnanebo 1okasea, ye U

CHCTOAHROTO KPBBHO Ha/IATaHe 3HAYUTENHO noBeye OT nnauebo. Pasnukara Mexd 7
CTATUCTHYECKH 3HAYMMA.
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HAMAIMBaHE HA CLPACYHO-CBHAOBATA 3a00IEBAEMOCT U CMBPTHOCT NPH BLIPACTHY CHIIO HE €
YCTAHOBEHA,

5.2 PapMAKOKRHETHYHA CBOHCTEA

Pamunpin;

Abcopbuns

Criex nepopanno npunoxexdne paMunpui ce abcopbupa 6Bp30 B CTOMAHO-IPEBHHA TPAKT: NKKOBA
NNa3sMeHa KOHLIEHTPALHA Ha PAMHNPWI CE JOCTHTA B paMKVTE HA ¢IHH 4ac. Bb3 ocHOBA Ha
BH3CTAHOBABAHETO B YPHHATA, cTeneHTa Ha abcopOums e noxe 56% W He ¢e MOBIHABA 3HAYHMO OT
HAIWYHETO HA XPaHA B CTOMAINHO-YPEBHYA TPakT. BHOHANHYHOCTT2 Ha AKTHBHUS MeTaboIuT
paMHBOpPHNAT chel NePOpPanHo pHIokeHHe Ha 2,5 mg 1 5 mg pamunpu e 45 %.

INuxosa Ia3MeHa KOHLEHTPAlKA Ha PAMHNPWIAT, eJHHCTBEHHA aKTHREH MeTabonuT Ha PaMHIIPHIL, Ce
aoctHra 2-4 yaca cneq npHemMa Ha pamunpun. CrallMOHapHATE MAa3MeHH KOHLIEHTPALKY Ha
PaMHNPWIAT clie]i SIpHIarade seIHbK AHEBHO Ha o6HYaliny O3H paMHNpPHA ¢e JOCTHIAT CNEH OKOMOo
YETHPH AHH JICUeHHe,

Paznpenencnue
CrBpaRaHeTo ¢ [Ia3MEHHTE IPOTEHHH Ha PAMANPHA € OKONO 73%, a TOBA Ha PaMHIIPHIIAT ~ OKONG

56%.

Enotpancdopmanns

Pamunpist nowTH HAMWIHO ce MeTabonu3npa N0 paMUNPUANAT A 0 AKKETORHIICPa3HHOB ECTED,
JIMKETONHNEPa3sHHORA KMCENHHA, U ITIOKYPOHHIUTE HA PAMUTIPHI H PAMUIIPWIAT.

EnnMisdpane
ExckpeunsTa Ha MeTaboauTHTe € npeuMHO OR0peUHa.

[Inasmenara KOHUEHTPAUHA HAa pAaMUNPHJIAT HaMangBa 1o nonudased Hauud. [Topann HerosoTo crHo,
Hacuuiaino cepp3sane ¢ ACE 1 GaBHOTO pasnensaHe oT eHHMMA, PAMUNPHIAT TOKA3BA YIBLKEHA
TEPMHHAIHA eNUMHHAUKOHHA (a3a PH MHOTO HUCKH IL183MEHH KOHLIEHTPALuH,

Cnen MHOTOKpATHO NPHAaraHe Ha J03H PARMHIPHI, BEIHLX JHEBHO, eQIeKTUBHUAT TOIYIKUROT HA
pamMunpuaar ¢ 13-17 yaca 3a o2y ot 5-10 mg ¥ no-ZuAEr 3a NO-HUCKUTE A03H 1,25-2,5 mg. Tasu
pa3nMKa € CBhp3aHa ¢ KanaluuTeTa 3a HacKlaHe Ha €H3HMa 4pe3 CBLP3BaHe ¢ PAMUNIpHNAT.

Bobpeuno yepesicoane (exc. m. 4.2)

bubpeunara eKckpelus Ha pAMHUITIPHNAT € HaMaleHa MPH MAUHEHTH ¢ HapyweHa 6r0peuda pyHKuHA, U
OB6pedHHAT KNUPHHC Ha PAMMIIPHIAT € NPOHOPIUHOHANHO CBBP3AH C KPEaTHHHHORBHS KIMPBHC,

ToBa BOAM 4O 1IOBMILCHA IUTA3MEHA KOHIIEHTPAlMA HA PAMUTIPHIIAT, KOATO HaMaiasa no-6aBro,
OTKOJKOTO NPH HRAMBHIYK ¢ HOpMaHa Ob0peuHa dyHKLA.

Yeprodpobro yepesicoare (6xc. m. 4.2)

Tlpx naueHTH ¢ HapyLleHa YepHoapoOHa GyHKUKA, MeTaGOMH3HPAHETO Ha PRMHIIPHA JO PAMUNPHNAT
¢ 3a0aBeHO NOpaay HAMAICHATA AKTHBHOCT Ha HePHOAPODHHTE €CTEPA3H K IWIa3MEHHTE HUBA Ha
PaMHNPIUT TIPH TE3H MAUHEHTH ¢a nosxinehu. JIMKOBYTE KORUEHTPALMK HA pAMUTIPUNAT NP TE3H
nauHeHTH, 06ave, He ce PaAMYARAT OT Te3W, HabltoaBady NPy HHAHBHAH C HOpMastHa YepHoapobHa
bynrxumg.

Kvpmene
Ennoxparna no3a pamunpua 10 mg He NpeH3BUKRA OTKPHBAHE Ha HHBO B KbPMAT
MOBTAPALLUM e JO3H € HEH3BECTeH.

THT 00aye Ha

Heduampuyna nonysayua
GapMakOKMHETHYHRAT nipodun Ha pamunpun Geme uayuer upu 30 neaya

TIALHEHTH, Ha BB3pacT 2-16 roauun, ¢ Tenecho Terno > 10 kg. Cren noaw ¢
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paMunpun Genie eKeTeH3uBHO MeTabonu3npaH 0 PaMUTIPHIAT, MakcHMaTHHTe TUIa3Meny
KOHUEHTpaLlKH Ha PaMHIIPHIIAT Ce YCTABOBMXA e 2-3 uaca. KnupbHCET Ha paMUNpHIaT BUCOKO
KOpEnHpa ¢ NOrapuThM Ha Teneckoto Tero (p<0,01), a cuio H goszara (p<0,001). Kompraest B
00eMET Ha pasnipefenenHe pacTAxa ¢ yBeIMYaBaHeTO Ha BFH3PAcTTa Ha JETETO 3a BeAKa 103082 Ipyna.
Hozara ot 0,05 mg/kg npx nelta OCTHrHa HHBA Ha eKCNO3ZULKA, CXOIHH C T3 NPH BL3PACTHH,
nexysanu ¢ pamunpin 5 mg. Josata or 0,2 mg/kg npu neua noeene 4o HKEBa HAa EKCTIO3MLMA HO~BUCOKK
OT MaKCHMAJTHO NperniopbyadaTa 103a oT 10 mg aAneBHO NMpH BB3PacTHH.

AMnoaunun:

A6copbumd, pasnpenenenue. CBLP3BaHe ¢ [LiasMenTe nporennn: Cliell NEPOPATHO NPHIOKEHHE Ha
TepaneBTHIHY JIO3H, aMJIOJUNHE ce pe3opOnpa nobpe, KaT0 MAKCHMATHUTE [UTAIMEHH KOHLEHTPAHHY
ce JocTuraT Mexcay 6-12 vaca cien npuema. Onpegenero e, ye abcomoTHara HOHATMYHOCT & MEXITY
64 u 80%. ObemnT Ba paznpenenedue e npubnnzurtento 21 Vkg. faunure ot in vitro npoyusanus
TIOKa3Bar, 4e MpUONU3HTENnHO 97,5% OT LHPKYARPAUIMA AMIOAMIIEH ¢ CBEP3aH ¢ TUIasMeHuTe
OpOTEHHA.

BROH&THYHOCTTA HA aMITOJUITMH HE Ce BIuse OT NpHEeMa HA XpaHa.

buorpascopmauns/eniMulnpane

KpailHisT 1U1a3mMen NomyXHBOT € 0KoJ0 35-50 uaca H ce RocTHra NpH €JHOKPATHO THEBHO
OPHAOKEHHE, AMNOANIHE ce MeTaboNK3Hpa B 3HaYHTENHA CTENEH OT MEPHHA Apo6 K0 HEaKTHEBHH
MeTabonuTH, KaTo B ypHHaTa ¢ eKCKpeTHPAT 10% OT nexapcTBOTO B HENPOMEHEH Bujl u 60% ot
MeraboanTure.

Yeprnoopobro yspexcoane
ChinecTByBaT MHOTO OTPAHHYEHH AaHHH 32 NPHROKECHHETO Ha AMIOHNYH NIPH NallueHTH ¢
YeproApoOHO Hapywenne. [TanuenTHTe ¢ yepHOApofHA HEAOCTATEYHOCT HMAT MOHIMKEH KIHPHHC HA

AMJIOIHNAH, BOJEI IO NO-IBJIBT HOTYKHBOT H MoBHIwaBake croiiHocTuTe Ha AUC ¢ npubnusutenso
40-60%.

Cmapuecka se3pacm

BpemeTo 3a a0CTHraHEe HA MAKCHMATHU TUTIA3MEHH KOHLIEHTPAUNH € CXOJHO NIPY MRAUBUINM B CTAPYECKa
BBH3PACT ¥ No-MNaan MEAMBKMAM. IIpy ranyeHTHTe B CTAPYECKA RB3pacT, KINPBHCHT HA 8MIOJHITHH € ¢
TCHJICHLIAA KbM HaMansBaHe, KOSTO BOAH A0 yeemuyanane Ha AUC ¥ Ha enMUHAUHORHIA [TONYXUBOT.
HapactBanero na AUC # Ha eTHMHHALMOHHHAA TIOIYKHBOT TPH NAIMEHTH Che 3aCTOMHA ChpAcYHA
HENOCTATRYHOCT © GHITO Crope/ 04YaKBAHOTO 38 CHOTBETHATR BL3PacTOBa Ypyna.

ITeduampunna nonyaayus
Iposeneno e nomynaunonHo GapMAKOKHHETHMHO NPOyYBaHe MpH 74 AeLa ¢ XMNEPTOHUR HE Bb3PAcT

or 1 mo 17 rognnu (34 nailmeHTH Ha BB3pacT ot 6 1o 12 roauHu K 28 naunenT! Ha BB3pacT ot 13 no 17
TOAHHH), TOTYHaBaWIH aMITOAUNHE B JIo3d Mexay 1,25 mg u 20 mg, npueMaHi BeAHBXK WK JBa ITETH
JAnresdo. [lpu nenara ot 6 no 12 ronnu 1 npk HOWMTe OT 13 40 17 roanHH THNMMHKAT Nepopanex
knupeHe (CL/F) € 6un cwotaetHo 22,5 n 27,4 Vyac npy momuera u 16,4 n 21,3 I/uac npu MoMuuera.
Habnionapana ¢ ronsMa BapHaGHITHOCT Ha EKCMIO3MUMATA Mexay HHABRANTE. CpobinensTe NaHK npy
Aena 1o 6 roJuHH ca OrpaHHYCHH.

53 IMpepknuAAYHE JauBEH 32 Ge3onacHoCT

BB Bph3ka ¢ paMHOpWIL;

TpoyuBauus ¢ XpOHMYHO NEPOPASTHO PWIOKEHHE Ca IPOBEAEHH NTPH TUTHXOBE,
fIpst TPUTE KUBOTHHCKH BHAOBE CA HAGTIONABANH IPH3HALY 32 HapylIeHyue Ha effé
H IPOMElH B KPhBHATA KapTHHA,
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Kato n3pa3s Ha dapMakoaHHaMHYHATa BKTHBHOCT HAa PAMHNPW, P KyYeTaTa W MaliMyHHTe e
YCTaHOBEHO W3pPA3EHO YroNeMABAHE Ha IOKCTArnoMepyaapHUA anapat NpH AHEBHM 103U oT 250 mg/kg.
[Tpu nnbxosere, KyderaTa H MaiiMyHuTe ¢ HaOMmOAaBaHa HOHOCHMOCT HA THEBHU 03K OT CHOTBETHO
2,2,5 1 8 mg/kg Tenecro Terno Gea HeGnaronpusthy edextu. [Tpy MHOrO MaaaH MABXOBE € HUNIC
HabaloaapaHo HeoGpatumo GBGpeuHO yBpEkAaKe, KOraTo ca NOMYYaBAIIM eQHOKPATHA NO33 PAMHIIPHIL,
Hpoyusannd 3a PenpoAYKTHBHA TOKCHYHOCT, TPOBEASHH NIPH TLTHXO0BE, 3aluy W MAHMYHH, He
YCTAHOBABAT HUKAKBH TEPATOTCHHH CROHCTBA.

Hama napyuienve Ha epTIWIHTETA HHTO [PU MBAKKHTE, HUTO TIPH JKEHCKWTE TUTBXOBE.
TlpunoxenneTo Ha paMMIPHI BLPXY AKEHCKH ITBX0BE 110 BpeMe Ha deTanHus NEPHOA | 1Ipes nepuona
Ha KhpMEeHe e npean3pukano Heobparumo 6bGpeuto yepexaane (pazwmperue Ha 6s6peuHoTo
nerenye) Npy HOBOPOAEHUTE XKHBOTHH IIPH AHECBHH A03# OT 50 mg/kg TenecHo Terno wim nosede.
OGIMHPHG HACNEABAHE 38 MYTATEHHOCT, TIPH KOETO CE B3NONI3BAT PAIMUHM TECTOBY CHCTEMH, HE
YCTAHOBSBA NPUIHALM 32 MYTATCHHH WA rCHOTOKCHYHE CBOMCTRBA OT CTPaHa Ha PAMUIIPDHIL.

BbB BpBE3Ka ¢ AMAOAMITHH,

PenpoRyKTHBHE TOKCHYHOCT

PenpoIyKTHEHH NIPOYUBAHHA NPH ILIEXORE H MHIUKH [10KA3BaT 3aKLCHABAHE HA JIATATA HA paXiaHe,
YAsLKeHA NPOALDKHTENHOCT Ha PAKIAHETO H HAMaNeHa JKW3HeCNOCoOHOCT Ha NOTOMCTBOTO MPH A03H
NprOMU3BTeNHO 50 ITBTH NO-BUCOKH OT MAKCHMAITHUTE IPENOPEYHTENHM JO3H NIPH X0pa, HIYHCIEHH HA

6aza mg/kg.

Hapymenus pps heprimrera

Hama edext Bepxy depTHIMTETa Ha MTHXOBE, TPETHPAHH C AMJIOJMIIH {MBXKKH - 64 JHM H MEHCKH -
14 ann npexn onnoxaane) B no3u 10 10 mg/kg/nen (8 meTH* n0-BMCOKH OT MakCHMAHATa
NPeNOPLUKTE/IHA 38 XOpa 103a o 10 mg, H3uHcaeha Ha Gaza mg/m?). B npyro npoyusaue npu
IUTBXOBE, IIPH KOETO MBKKH IUTBXO0BE Ca TPETHPAHH ¢ aMIIOAMNHH Ge3mnar B npoXs/okedde Ha 30 auy,
¢ 1032 CPAaBHKMA C JI03aTa NPH XOpa, H3uucaeHa Ha 6a3a mg/kg, ca yCTaHOBEHH TIOHIDKEHY INa3MeHy
oMKy IOCTHMYMBPAL, XOPMOH H TECTOCTEPOH, KAaKTO H NOHHKEBH [UTBTHOCT Ha cniepmara H 6poli ua
3pENH CHePMATHAN U CEPTONIHEBHTE KIETKH.

Kapuusorenesa, Myrarenesa

Hsama AaHHM 38 KAPLIHHOTEHHOCT NPH TUTBXOBE M MHLIKH, TPETHPAHM JBE NOQHHH ¢ aMJIOAHIIHH B
AueTaTa B KOHUCHTPAIHA, HIUHC/IEHH J1a OCHTYPST NHEBHH 030BH HHBa ot 0,5, 1,25 n 2,5 mg/kg/nen.
Hait-pucokara fo3a (Mp1 MAWKY - GIH3Ka A0, a PH IUTEXOBE — [BA MbTH* NO-BHCOKA OT MAKCHMANHATA
NPENOPBAHTETHA KTHHHYHA 4032 oT 10 mg, wsukcnena 3a mg/m?) e Guna Gnuska O MAKCHMATTHO
JOTYCTHMATA 1033 33 MUOIKH, HO HE M 32 TUThXOBe,

l'IpoytmaHm! 34 MYTar¢HHOCT HE NIOKAIBAT NCKApPCTBCHO oﬁycnoneﬂn e(})ex‘m HHTO Ha I'€HHO, HUTO Ha
XPOMO3OMHO HHBO.

*Hzunciena 32 naupenty c rerso 50 kg

6. GAPMAINEBTHYHH JAHHR

6.1 CnBchLK Ha NOMONIANMTE BEMecTBa

Chabpxanue Ha KancynaTa
KpocnopuaoH

Xnnpomenosa
Lienymoaa, MHkpokpucTaiHa
Tanueponop aubexenar

Erupamyon 5 mg/5 mg TBEDAW KancyiaKn:
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O6RuBKa Ha kancysara (S mg/S mg)

Tano u kanaye

Bpunantho cunbo FCF-FD&C Cunbo 1 (E133)

Auypa depeeHo AC-FD&C Yepreno 40 (E129) - 0,0366 mg/rano; 0,0244 mg/xanaue
Turanos muokenn (E171)

Kenatun

Erupamion 5 mg/10 mg TRBpAH Kancyiu:
O0euBKa Ha kancyaara (S mg/10 mg)
Tano

YepreH xenesen oxcun (E172)

Turauor arokcua (E171)

XKenatun

Kanaue

Asopy6un, kapmousuH (E122) - 0,2542 mg/kanaue
Hugurorus —FD&C Cunso 2 (E132)
Twuranos auoxcnn (E171)

Jenatau

Ernpaminon 10 mg/5 me 188 KalcyJH;
O06euexka Ha kancyiata (10 mg/5 myg)

Tano

Yepeen xenezen okenyg (E172)

Turanos mmokcun (E171)

Kenarun

Kanave

Bpunsutio cinpo FCF-FD&C Cunno 1 (E133)
Anypa yepeesio AC-FD&C Yepseno 40 (E129) ~ 0,0384 mg/kanaue
Turanos anokcuy (E171)

Kenatun

Erupamion 10 mg/10 mg Tespau kancyi;
O6nueks Ha kancynara (10 mg/10 mg)

Tanro u xanaue

Azopy6un, xapmonzus (E122) — 0.3813 mg/rano, 0,2542 mg/kanave
HWygurotun ~FD&C Cunpo2 (E132)

Turasnos guoxcng (E171)

HKenatun

6.2 HecnBMecTHMOCTH

Henpunoxumo.

63 Cpok Ha roamoct

30 Meceua

6.4 Cnennansm yc10BHS HA ChXpaHEHHE

Jla He ce cpxpansasa Han 25°C.
Zla ce chXpaHABa B OPHrHHAJIHATA OMAKOBKA, 32 J1a Ce MpeAna3H OT Biara.

6.5 [lanuns 332 ONaKoBKAaTA
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28, 30, 56, 60, 90 unu 100 T8EpaK Kancynn B Gmucrepu ot OPA/AVPVC//AL, nocrasenu B kKapToHeHa

KYTHS.
He BcHuKy BUNOBE ONAKOBKH MOTaT jia ObAar mycHaTH 8 npoganda.

6.6 CoeuxaaHM OpeaAn23HM MePKH OPH HIXBHPARHE

HsaMma cneumaniu usHckeanks.
Hewn3oa3eaHHAT NPOIYKT WiIH OTN3ABYHATE MATEPHANH OT HEro TpACRa [a ©¢ H3XBBPIAT B
CHOTBETCTRHE ¢ MECTHUTE M3HCKBAHMA,

7.  HPHATEXATEJI BA PAJPENIEHHUETO 3A YIIOTPEGA

Egis Pharmaceuticals PLC
1106 Budapest, Keresztiiri it 30-38
Yurapus

8. HOMEP/A HA PAIPEIEHHAETO 3A YIIOTPEBA
Erupamion 5 mg/5 mg Teepan kancynu: Per. Ne: 20120046
Erupamnos 5 mg/10 mg Tespau kancynu: Per. Ne: 26120047

Erupamnos 10 mg/5 mg tewpau kancyms: Per. Ne: 20120048
Erupasnon 10 mg/10 mg terpny xancymu: Per. No: 20120049

9. HATA HA ITBPBO PA3BPEIIABAHEAIOJHOBSIBAHE HA PASPEINEHHETO 3A
YHOTPEGA

Jata Ha mspBo paspewnenne: 19.01.2012 .
JaTa Ba mocneauo nogyorgrane: 28.06.2017 r.

10. HATA HA AKTYAJIMBHPAHE HA TEKCTA

¥Oun, 2022 r.
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