KPATKA XAPAKTEPHCTHKA HA IPOAYKTAR O / 4 ALY

1. UME HA JJEKAPCTBEHUS ITPOJYKT A9 3 S’g 16 -11- 2025

Tenamumen [Lroc 80 mg/12,5 mg TabieTku
Telmimed Plus 80 mg/12.5 mg tablets

2. KAYECTBEH U KOJIMUECTBEH CBCTAB

Beska Tabnerka ecvabpxka 80 mg renmucapran (telmisartan) u 12,5 mg Xuapoxioporuasu/i
(hydrochlorothiazide).

[TOMOILIIHO BELIECTBO C U3BECTHO JICHCTBHE:
Besaka Tabnerka cbabpxa 49,8 mg n1akro3a MOHOXHUpAT.
3a IMbJIHKA CMHMCBK Ha NMOMOIIHUTE BELECTBA, BUXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ nuamersp npubauzurento 10,5 mm.
Kpbrau apycnoiHu tabneTku ¢ 051 U pO30B LIBAT.

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aAHHA
JleyeHue HA €CEHLIMAIHA XUTIEPTOHMUA.

KoMbunupauusT sekapcreeH npoaykr Teamumen ILnoc e ¢ pukcupanu 1034 (80 mg renmucapran/12,5 mg
xuapoxsiopordasua (XXT13)) u e nokasaH 3a Jie4eHHE Ha Bb3PACTHH, YHETO KPbBHO HAJIAraHE HE €
KOHTPOJIMPAHO a/IEKBATHO CaMO C TEJIMMCAapTaH.

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOYKEHHEe

Jlo3upoBka

dukcupaHara 1030Ba KoMOMHaLUs TpAOBa a ce NpyHema OT NalMeHTH, YHUETO KPbBHO HaIiraHe He € aJleKBaTHO
KOHTPOJIMPAHO IPH MPHEM caMo Ha TejimucapTaH. [Ipeau na ce npeMuHe KbM TO3M KOMOUMHMpPAH JIEKApCTBEH
MPOAYKT C GUKCUPAHU A03U € HEOOXOAUMO MOOTAEIHO /1a CE€ TUTPUPAT J03MTE Ha BCEKH OT JBaTa KOMITIOHEHTA.
[Tpu noaxoasiiM KJIMHUYHHU MMOKa3aHUS MOXKE IMPEKTHO /1a CE MPEMUHE OT MOHOTEPANMUATa KbM MPHUEM Ha
KOMOWHUpPAHUA JIEKAPCTBEH MPOJIYKT.

Teamumen [Lmoc 80 mg/12,5 mg Mmoxe na ce rnpuiara €uH IbT JHEBHO MPU NMALMEHTH, YUETO KPbBHO
HaJIiraHe HE € a/IeKBaTHO KOHTPOJIMPAHO MPH CAMOCTOSTEJIHO MpUiarale Ha tesMucapral 80 mg.

Crapyecka Bb3pacT
He ¢ He0OX0aAMMO KOpHUIrHpaHe Ha J103aTa.

bbOpeuHo yBpex/jiaHe

OnUTHT NMPH NMAUMEHTH C JIEKO 10 YMEpEHO OBOpEeUHO yBpeK1aHe € OrpaHUY€eH, HO HE npeﬂnoﬂara
HebOnaronpusaTHU ObOpeYHHU e(PEKTH U KOPUTMPAHETO HA 103aTa HE CE€ CUMTA 34 HBOﬁKFﬂIjHG Hpeuéﬁbqna ce
MEPUOAUYHO MpocieasBaHe Ha ObOpeyHuTe pyHKUMH (BXK. Touka 4.4). [lopaau ChABPAKAHMETO HA . "o |
XHUIPOXJIOPOTHA3K/1, PUKCHUpaHaTa 1030Ba KOMOMHALIMA € MTPOTHBOIOKA3aHa IpH nau,neHTH C TEXKO ﬁhﬁpeqﬁo
yBpexaaHe (KpeaTHHHHOB KIUpbHC < 30 ml/min) (Bx. Touka 4.3).




TenmucapTaH He ce OTCTPAHABA OT KPLBTA yUpe3 XeMOHITpalHa U HEe ce AHATH3HPA.

Yepso HO aHe

IIpu nauMeHTH C IEKO A0 YMepeHo YepHoApobHO yspexaaHe Teamumen ILroc Tpabsa aa ce npunara ¢
BHMMAaHKE. 3a TeIMUCAPTaH J03MpOBKaTa He TpadBa aa Haasuinasa 40 mg BeAHnK AHEBHO. PHKCHpaHaTa
1030Ba KOMOMHALMA € NPOTHBONOKAZaHA ITPH NALMEHTH C TEXKKO YEPHOAPOOHO yBpexkaaHe (BXK. Touka 4.3).
TuasuauTe TpaGBa Aa ¢e M3MOA3BAT NPEANa3IMBO IPH MALMEHTH ¢ HAPYIIEHH YepHOAPOOHH QYHKLIHM (BXK.
Touxa 4.4).

[lenuaTpyuyna momynauns
He e ycraHoBeHa 6€30MacHOCTTa H eHKACHOCTTa Ha (PHKCHpAHATA /103088 KOMOMHAIMA MTPH NALMEHTH HA
Bb3pacT noA 18 rogunn. Ynorpedbara Ha Tenmumen ILmoc He ce mpernopbyusa MpH AcLa U IOHOIIH.

HaunH Ha NpUIOKEeHHE
Tabnerkure Tenmumen Ilmoc ca mpeaHasHaueHH 3a NMEPOPAITHO NMPHIOKEHHUE BEAHEXK JAHEBHO U TpAOBa Aa ce

NMPUEMAT e ¢ TeuHocT. TeamuMen Imoc Moxe ia ce mpuema cbC WK 6e3 xpaHa,

IIpednasuu mepxu, xoumo mpabea 0a bvoam e3emu npedu bopasene wiu NPUAVICEHUE HA TEKAPCMEEHUR
npooyxm.

Tenmumen Ilmoc Tpabea aa ce chxpaHaBa B 3anedyaTanus GIHCTEp NOPAAH XUTPOCKONHIHUTE CBOACTBA HA
Tabnerkure. TabneTkKTe TpAOBA Na ce U3BAXKAAT OT OJAKCTEpa HENOCPEACTBEHO mpeau ynoTpeda (BxK. TOYKa
6.6).

4.3 IIpoTHBODOKA3AHRS

* CBpBbXYYBCTBHTEJIHOCT KBM HAKOE OT JIEKAPCTBEHHUTE BEIIECTRA WIH KbM IOMOLIHHTE BELIECTBA, H3OPOCHH B
Touka 6.1.

e CBpBXUYYBCTBUTEIHOCT KbM APYrH CYOCTAHLIMH, NPOH3BOAHH Ha CyndoHaMuau (ThH KATO JEKAPCTBEHHUST
npoaykT XX T3 e cyndpoHaMHAHO MPOUIBOAHO).

* Bropo u TpeTo TpHMeceuue Ha OpeMEHHOCTTa (BXK. TOukH 4.4 1 4.6).

e Xonecta3a H OBCTPYKTHBHH HapYLICHHUs Ha JCOTHYHUTE ITHTHILA.

* Texxxo uepHOAPOOHO yBpexKIaHe,

* Texxko 6B0peuro yBpexzaane (kpeaTHHUHOB KIHpBHC < 30 ml/min, a”Hypus).

* PedypakrepHa XMHOKATTHEMHSA, XHIICPKAJILIMEMHA.

EnnoBpeMennaTa ynotpeba Ha TenmMucapran/ XX T3c aTUCKHPEH-CHABPXKALUM NMPOAYKTH € NMPOTHBONMOKA3aHA
NpH NAUHEHTH ChC 3axapeH auaber win 6p0pevwHo yBpexaane (GFR < 60 ml/min/1,73 m2) (sx. Touku 4.5 1

5.1).

4.4 CrnenHalnu nNpeaAyNpexXIeHES H NpeINa3Hl MEpKR NpH ynoTpeba

bpeMEHHOCT
He TpabBa aa ce 3anmousa mpueM Ha aHrMoTeH3uH Il peuenTopHu OnokepH no BpeMe Ha OPEMEHHOCT.

ITaumeHTKHTE, KOMTO ILTAaHUpAT OpeMeHHOCT, TpaOBa 1a NPEMUHAT KbM ANITEPHATHBHO @HTHXHUIIEPTEH3HBHO
fedeHHe ¢ ycTaHoBeH npodun Ha 6ezonacHocT npy ynorpeda no Bpeme Ha OpeMEeHHOCT, OCBEH a0 ce CUUTA, Ye
€ OT 0co0eHa BAXKHOCT Ja Ce NMPOAL/DKH JICUEHHETO ¢ aHruoTeH3uH 1l peuernrropuu 6nokepu. [pu
AVArHOCTHLHpaHa OpeMEeHHOCT NeueHHeTo ¢ aHrHoTeH3uH I penerrropru 6n1okepu Tpabpa HezabaBHO ga Obae
MPEeyCTAHOBEHO H, KO € NOAXOANINO, Aa ObAe 3aMOYHATO ATTEPHATHBHO Je4eHHUE (BXK. TOYKH 4.3 u 4.0).

YepHoapoOHO yBpexaaHe
Tenmucapran/XXT3 He TpabBa na ce npunara fpu NaLMEHTH ¢ XOJIECTAa3a, ¢ XITbYHH 0FTpyikt

HapYLICHHUA WIH TeXKa YepHoApoOHa MHCYPHUMeHUMS (BX. TO4YKa 4.3), THil KaTO Mo-FL 5,
TEIMHCAPTAH C€ STMMUHHPA Ype3 #TbukaTa. [IpH Te3n nauMeHTH MoKe J1a Ce Oue
KJIUPBHC 33 TEIMHUCAPTaH.
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Ocsen ToBa TeamucapTan/X XT3 tpabsa aa ce npuHiara BHUMATEHO MPH NMALMEHTH ¢ HAPYIUCHKA B
yepHOApoOHaTa GyHKIMS WIH Nporpecupaino YepHoapodHo 3abongBaHe, Thid KATO B TE3H CIIyvaH MAIKH
[POMCHH BBB BOJHO-ENICKTPOIHTHHS OaiaHC MOraT Aa A0BeAAaT A0 YepnoapobHa xoma. Hama KITHHMYEH OTHUT ¢

tenMrcapral/ X XT3 npu nauueHTH ¢ 4epHOAPOSHH HapYIIIEHHS.

PeHoBacKkyiapHa XHIIEPTOHHS

KoraTto naipeHTH CBC CTEHO3a Ha ABeTe OBLOpeUHH apTepuH MK CTEHO3a HA ApTEPHATA KbM €IHHHYCH
¢yuximorupan; 6b0pek ca TpeTHpaHH ¢ 1IEKAPCTBa, NOBJIMABALIM CHCTEMATA PEHHH-aHTHOTCHIMH-A110CTEPOH,
CHLIECTBYBA MOBHILIEH PUCK OT TEXKKA XUINOTOHHA M OL0pevHa HEAOCTATHYHOCT.

brOpeuno yBpexaaHe ¥ 6ubpevuHa TpaHcnIaHTalMA

Tenmucapran/XXT3 He TpabBa aa ce npwnara NpH NALMEHTH ¢ TEXKO 6BOpeuHO yBpexaaHe (KpeaTHHHHOB
kIupBHC <30 mi/min) (Bxk. Touka 4.3). Hama onMT 10 OTHOLIEHHE HAa MPUIAraHeTo Ha reaMucapra/XXT3 npu
MalMeHTH, MpeThpnejid Hackopo 6b6peuna TpancnnanTauua. Hanuue e orpaHuyeH onmuT ot ynotpebara Ha
tenmucapTan/X XT3 npH nauMeHTH € JIEKH A0 CPEAHO TexXKM OBOpeurn HapymeHus, nopaiu KOeTo ce
NpenopbYBa NEPHOAWTHO MPOC/e/iBaHe HA HUBATa Ha KATMHA, KPEaTHHHH M TMKOYHA KHCENHHA B cepyma. [1pu
NalMeHTH ¢ HapylueHa 6b0petHa QyHKIMS MOXKe Ja ce M0SBH a30TEMHsA, CBhP3aHa C THA3HIHHTE JHYPCTHILH.
TenmucapTaH He ce OTCTPaHABA OT KPBBTA Ype3 XeMOPWITPALIHMA H HE C€ JHAITH3HPA.

IMamenTn ¢ HaManeH obeM HA KpbBTa H/WIH ¢ HHCKH CTORHOCTH HA HATpug CHMITOMATHYHA XUTIOTOHUA,
ocobeHo caen TppBaTa 103a, MOXe a ce HaOMOJaBa NPH NAUUCHTH ¢ TOKBK HATPHER ACPHIUT WM HAMAJICH
obeM Ha LMpPKYyIMpallaTa KPbB ITPH MOIIHA JHYPETHYHA Tepanyd, AHEeTa ¢ OrpaHYCHO NMPUEMAaHE Ha COJl,
KHAPHA WK MOBpBIIaHe. TaKMBa ChCTOAHMA, OCOOCHO NMpH HaMaleH 00eM Ha KPBBTA W/WIH ¢ HUCKH CTOHHOCTH
Ha HaTpud, TPIOBa na ObJaT KOPHrHpaHHU Npeau NpunoxeHHe Ha Teamucapral/XXT3.

[Ipu ynorpeba Ha XXT3 ca HabmoaapaHy eIHHIYHH CITYHMaH HA XMIIOHATPUEMHS, IPHAPYXKEHA OT
HEBPOJIOrMYHHM CUMITTOMH (rajieHe, NpOrpecHBHA Ae30PHEHTALMS, anaTHA.

HHo 610KMpaHe Ha CHCTEMATA PEeHHH-aHTHMOTeH3uH-anaocTepoH (PAAC
HmMma nannu, de eqHoBpeMeHHaTa ynorpe6a Ha ACE-unxuburopu, anrnorensut Il peuerrropru 6110xepu win
aTUCKHPEH MOBHIIIABA PHCKA OT XMIIOTOHMS, XHINIEPKaIHEMHKA H HaMaIaBaHe Ha OnOpeuHaTa pyHKIA
(BxmounTenHo ocrpa 0p6peuna HepoctarpuHOCT). Ilopaau ToBa He ce npenopbyYBa ABOHHO OIOKMpaHe Ha
PAAC gpe3 komOuHupaHara ynorpeda Ha ACE-unxuburopn, anrnorensud II peuenropuu 6okepu win
ANTUCKHpEH (BXK. TOYKH 4.5 1 5.1).
AKoO Ce peLieHH, Y€ TepanuaTa ¢ BoiHo OnokupaHe e abcomoTHO HEOOX0AMMa, TOBA TPAOBA Aa cTARA CaMO
o HabMI0AeHHeTO Ha CIeUHANHCT U IIPH YeCTO BHUMATEIHO MOHHTOpHpaHe Ha 6r0peunara pyHKIHA,
€JIEKTPOJIMTUTE H KPBBHOTO HajiAraHe.
ACE-unxuburopu 1 anrnorensut II peuenrropuu 6roxepu He TpaOBa Aa ce H3NOMBAT €JHOBPEMEHHO MpH
nauyMeHTy ¢ AuaberHa Heponarua.

ApyTy CHCTOSHMUA CHC CTHMYJIALMA HA CHCTEMATA PEHUH-AHIMOTESHINH-AILIOCTEPOH
[Tpn nauHeHTH, YHIATO BACKYIapeH TOHYC H OpOpevHa QyHKUMA 3aBHCAT OCHOBHO OT 8KTHRHOCTTA Ha

CHCTEMATa peHHH-AHMHOTEH3UH-ANA0CTEPOH (HANpUMEP MAaLHEHTH C TeXKa 3aCTOMHA ChpAeYHa
HeJOCTAaTBYHOCT WIH Nopiekauo 6s0peuno 3afonsasane, BIIOYMTEIHO CTCHO3a Ha 6B0pe4HaTa aprepun),
JICUEHHMETO C ICKAPCTBEHH IMPOAYKTH, KOMTO NOBITHABAT TA3H CHCTEMA, [IPEJUIBUKBA OCTPA XHUIIOTOHHS,
XHMNepazoTeMH, OJIMTYPHA WM pajako octpa 6x0peuHa HepocTaTbuHOCT (BXK. TOYKa 4.8).

IIspBHYEH ANJ0CTEPOHKIBM
[TaumenH ¢ IILPBHYEH ATAOCTEPOHMUIBM MO NMPHHLIMIT HAMA J1a peardpaTr Ha AHTHXUIICPTCHIMBHH NEKAPCTBEHH

IIPOAYKTH, ACHCTBAIIH Ype3 HHXHOHLIAA Ha CHCTEMATa peHHH-aHrHoTeH3uH, [lopaay Tosa ynorpebara Ha
TenMucapTal/ XXT3 He ce mpenopbyBa.

AAA 11g
CreHo3a Ha a0pTHATA H MHTPa/IHA Kjlana, ofcTpykTHBHE XunepTpodHuHa KapIHOMBOI AN

Kaxro npu apyruTe Ba30AWIATaTOPH, CNELIMATHO BHMMaHHE € HEOOXOHMMO NpH uf@’r—' CThaRa NS,
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MeTalonHTHH M eHIOKPHHHHU edeKTH
JleyeHHeETO C THA3HAM MOXE Ja HAPYIIH FIIIOKO3HMA TOJIEPAHC, KATO MPH NaLMeHTH ¢ [uabeT, JIeKyBaHH ¢

HHCY/IMH WIH aHTHAHA0ETHH 1IeKapCTBEHM MPOAYKTH M TEpanui ¢ TeIMUCapTaH, MOXKeE Jla HaCThITH

XMNOrfiuKeMus. 3aToBa NpH TE3H NaLMEeHTH TPAOBa fa ce MpeABUIH TPOC/IEASBAHE HA KPBbBHATA 38Xap; MOXE J1a
ce HAJIOXKH KOPHIHpaHE Ha 03aTa Ha MHCYJIMHA WIM Ha aHTHAHA0ETHUTE NeKapcTa, Koraro € nokasaxo. [lo

BpeMe Ha TepanHaTa ¢ THa3HIM MOXKe 12 Ce MPOSBH JIATEHTEH 3aXapeH Auaber.

JiedeHHEeTO C THA3MAHH AMYPETHLIMA CE CBBP3Ba ¢ MOBHILIABAHE HA HUBATA HA XOJIECTEpO/ M TPHIIMLEpHau. Bee

nak, npH ao3a 12,5 mg TMasHIeH AHYPETHK, ChAbPKAllla ce B TO3M JIEKAPCTBEH NPOAYKT, TE3H €(eKTH ca
MHHUMAIHH WK JHNcBaT. [IpH HAKOM ManMeHTH HA THA3HAHA TEPANMsI MOXKE Ja C€ Pa3BHE XMIEPYPUKEMHS WIH

noAaarpa.

EnexrponureH aucbanaxc

Kakro nMpH BCHYKH MALMEHTH HA JMYPETHYHA Tepartis € HeoOX0AHMO Ha CHOTBETHH MHTEPBAIH J1a Ce IPOBExXAa
OINpeJeNaHe Ha eNeKTPONMTUTE B cepyMa. THaSHAMTE, BKIIOYHTENIHO XHAPOXTIOPOTHA3H A, MOTaT Aa AOBEAAT 10
BOAHO-EJIEKTPONIUTEH AucOanaHe (BRIFOYHTEIHO XHITOKATIHEMHSA, XMIIOHATPUEMHSA H XHITOXJIOPEMHYHA
ankanosa). Hauanuure npu3Haly 38 BOJHO-€NEKTPONUTEH qucbanaHe ca: cyxoTra B yCTaTa, KA, aCTCHHA,
CBHH/IMBOCT, 3aMaiiBaHe, 6e3nokolicTBo, H0nka B MYCKYJIHTE WIH MYCKY/THU KpaMITH, MYCKYJIHa cinabocT,
XMNOTOHHA, OJIHTYPHA, TAXHKAPAMA U CTOMALIHO-YPEBHH CMYLHEHMA KATO raficHE WM MMOBPBIUAHE (BXK. TOYKA
4.8).

XHNOKATTMEMHUSA

Benpekn 4e npu ynorpebara Ha THA3MAHA AUYPETHIIH MOXKE J1a CE€ Pa3BHE XHUIIOKATHEMHS, EAHOBPEMEHHOTO
JICYCHHE ¢ TEIMHCAPTAH MOXKE [1a peAyuHpa Npeau3BUKaHaTa OT AUYPETHLIMTE XHIOKATUEMHSI. PHCKBT OT
Pa3BHTHE HA XMMNOKAIHEMHS € 0-TOJIIM MPH NALMEHTH ¢ 4epHOApoOHa UHpo3a, MPH MALMEHTH ChC 3aCHIICHa
OHYpe3a, IMPH NMALHeHTH, KOUTO NOEMAT HEaAEKBATHO KOJIWYECTBO EJIEKTPOJIHTH NIPE3 YCTATA M [IPH NALMEHTH,

KOHTO €IHOBPEMEHHO C€ JIEKYBAT C KOPTHKOCTEPOUAH HIH aapeHoKopTHKOoTporieH xopmol (ACTH) (Bx. Touka
4.5).

XHIIEPKATHEMHSA

B npoTHBONONOKHAA CiTydait MOXe Aa Ce CTUIHE J0 XHIIEPKATHEMHS, TH/DKALla € HA AHTArOHH3IMA Ha
TeJIMHCAPTaH (KATO KOMIIOHEHT Ha JieKapcTBeHMs NPOAYKT) KbM aHrHoreH3uH II (AT1) peuenropure. Boiipexn
ye JJ0cera He € oT0eNA3aH0 HATMYHE Ha KITHHHYHO 3HAYMMAa XHIEPKATUEMHUS N0 BpEME Ha JIEYEHHE ¢
TenmucapTan/XXT3, prckoBHTe haKTopH 33 Pa3BHTHETO H BKIIOYBAT 6b0peuHa HENOCTATHHHOCT H/WIH
ChpAeuHA HEIOCTATBMHOCT K 3axapeH auaber. Kanui-chxpaHsBaliuTe QUYPETHIH, KATHEBHTE 100aBKH HIH
3aMECTUTE/IMTE Ha CONTA, ChIBPKAILH Kanui, Tpabea na 6b/1aT BHUMATENHO NPWIAraHH 110 BpeMe Ha JIEUEHHE C

Tenmucapral/ XX T3 (k. Touka 4.5).

XHUNOXJIOPEMHYHA a/1Kan03a
XnopHusaT aedHUHT OOMKHOBEHO € JIeK ¥ He Hajlara JOITBJIHHTEIHO JIeYCHUE.

XunepkanueMus
TuaszuauTe MOTaT Na HAMANAT HUTHYBAHETO Ha KaJILMi ¢ ypyuHAaTa M A4 JOBEAAT 0 MPEXOJHH H JIEKH

yBEJIHYEHHUS Ha CEPYMHMS KAJILMH MpH MNca HAa YCTAHOBEHH HAPYINEHHS B KAIIIMEBUS METAOOTHIBM.
3HaUYHMTE/IHATA XHIIEPKAILIMEMHMA MOXE A € JOKA3ATEIICTBO 33 CKPUT XHnepnaparupeonin3nM. [lpeau aa ce
NpoBeAe H3CIeABaHe Ha napaTUpouaHuTe GyHKIMHK, TpAOBa Aa ce NMpeKpaTH NpHeMa Ha THa3ZHAM.

XHIIOMATHEIHEMHA
THazuauTe yBeNHUaBaT OTACNAHETO HA MarHe3HH ¢ ypUHATA, KOSTO MOXE JAa JOBEIE [0 XMIIOMArHe3HeMus (BiK.

TOUKa 4.5).

ETHUYECKH pasinuus

KaxTto u npu apyrure anruorensuH Il peuenropau bnokepu, TeIMUcapTaH e mo-M
NMOHHXXABAHETO Ha KPBBHOTO HAMraHE MPH XOpa OT YEpHATA paca, OTKOIKOTO NpH
nopaay No-4eCTOTO CpelliaHe B YEPHATA MOIMY/IALMA HA HUICKO PEHHHOBO HHBO C I




HcxemuuHa §osiecT HA CHPLIETO
KakTo npu apyrH aHTHXMINICPTEH3HBHH Ar€HTH, EKCLIECHBHATA peyKIIHS Ha KPBBHOTO HANATAHE NPH MALMEHTH

C HCXEMHWYHA KapJMONAaTH WIK HCXEMHYHO KAPIHOBACKYIapHO 3a60/sBaHe MOXE /1a JOBE/E O MMOKAPAEH
MH(APKT WIH HHCYT.

O61wu
[Tpu nanpeHTH ¢ Wi Oe3 aHAMHEe3a 38 aneprusa WiM OpoHXHaTHa acTMa MOXe J1a ce HabmoaaBarT peakiHy Ha

CBPBXYYBCTBHTEIHOCT KbM XX T3, HO ca mo-BeposSTHH NNPH NALMEHTH C Takasa aHaMHe3a. ima crobmenns 3a
000CTpsAHE WIH aKTHBHPAHE Ha CHCTEMEH JIYIYC EPUTEMATO3YC NPH NALMEHTH, JIEKYBAHM C THA3HIHH
avypeTHIH, skmounTenHo XXT3. Uma chobiueHns 3a peakiMy Ha GOTOUYBCTBHTEIHOCT MTPH yROTpeOaTa Ha
THASHAHH AnyperHiH (BxK. Touka 4.8). [IpenoprtBa ce npekpaTABaHEe HA TCPAIMATA, KO CE NOABH PEaKilus Ha
¢ OTOUYBCTBHTENHOCT B IEPUOJIa Ha JiedeHHe. AKO ce cueTe 38 HeoOX0IUMO OTHOBO BIUTIOYRAHE Ha ANYPETHK,
Ce MpenopbHBa MpPeAna3BaHe Ha 30HUTE, KOUTO CE M3IAraT Ha CITBHLIE WIH Ha H3KYCTBeHH UV A npun.

XopHOoHJaNEH W3JIKB, OCTPA MUOITUA H 3aKPHTOBIBJIHA [VIAYKOMA
XHAPOXAOPOTHAIHA, KOHTO € CyADOHAMHU, MOXE Ja MPeAH3IBUKE HIHOCHHKPATHYHA peaKLis, BOAeIa 10

XOPOHAANIEH HIHB ¢ JeEKT Ha 3PHTENHOTO I0Me, OCTPa MPeXOAHa MHONMS H OCTPa 3aKPHTOBIHIIHA
rinaykoMa. CHMITTOMMTE BKJIIOMBAT B HAYANIOTO OCTPO NMOHWKEHUE HA 3PHTENHATA OCTPOTa H 00/1Ka B OKOTO
M OOHMKHOBEHO C€ MOABABAT OT YaCOBE JO CEAMMLM OT Ha4YaloTO Ha JiedeHHeTo. HenexyBaHaTa octpa
3aKpUTOBI'BIHA rJIayKOMa MOXeE Ja AoBeae 10 TpaiHa 3aryba Ha 3peHueTo. [IbpBOHAYATHOTO JICUEHHE € Ja
ce crpe MpueMa Ha XHAPOXIOPOTHA3H], KOJIKOTO € BbIMOXKHO NNO-cKopo. HaBpeMeHHOTO leueHne Wi
XHPYPrH4Ha HHTEPBEHLIHA MOXKE Jid CC HAIOXKH A& c¢ OOMHMCIIM, aKO BBTPEOYHOTO HAJIATaHE OCTaBa
HEKOHTPONHPAHO. PHCKOBHTE dakTopH 3a pa3BHTHE Ha 3aKPUTOBIBIIHA [VIAYKOMAa MOXE A8 BKIIOYBAT
aHaMHe34a 32 aleprud KoM CYJIPOHAMHKAH HJIH NEHHITHIHHH,

HeMmenaHnoMeH pak Ha KOXATA

B nBe enMaeMHONOriYHH MPOYYBAHHA, OCHOBABAIIIH C€ HA NATCKHA HAIHOHAIICH PAKOB PETHCTHP, €
Ha0JIIoaBaH MOBHILCH PHCK OT HeMejlaHoMeH pak Ha koxarta (HMPK) [6azannoknersuen kapunHoM (BKK) u
ckBaMo3HOKNeTh4eH KapuHoM (CKK)] npu HapacTealla ekcrno3uiua Ha KyMynatieHa 1o3a XX T3( sux 1.4.8).
®oroceHcubumuaupainure epextd Ha XXT3 Morar Aa ACHCTBAT KATO BEPOATEH MEXAHW3bM 3a Pa3BUTHE Ha
HMPK.

[TaumenTure, npuemMauy XXT3, Tpabra na 6baar unpopmupanm 3a pucka or HMPK u coBeTBanu peroBHo Ja
OPOBEPABAT KOXKATA CH 32 HOBH JIe3uH U He3abaBHO Aa CHOOIIABAT NPH NOABA HA MO/IO3PHTENHH KOXKHH JIEIHH.
Ha naumeHTHTE TPA6BA A2 C€ NPENOPLYAT BL3MOXKHH MMPEBAHTHBHHU MEPKH, KATO OrpaHHYE€HO H3llaraHe Ha
CJITBHYEBA CBETIIMHA H YITPAaBHONECTOBH JIBYH, a B CIy4ai Ha eKCITO3HLMA, ITOAXOAAINA 3a1IMTa, 34 [1a CE CBE/E
10 MHHHMYM PHCKBT OT paK Ha koxata. [Togo3purenHure KoxHH Jie3nH TpaOGBa na 6paaT MOAsI0KEHH Ha
He3a0aBHO H3c/eBaHe, MOTEHIMANHO BKIIOYBAI0 XHCTONIOMHYHHY H3CNCIBAHHA HA OUONCHUYHHY MaTepHau.
[Ipepasrnexnane Ha ynorpebara Ha XX T3 moxke 1a ce HANIOXKH H [IPH MALMEHTH, KOUTO C&8 UMAJTH MTPeAXOACH
HMPK (px. cbirio Touxa 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnen mpueM Ha XHAPOXJIOPOTHA3UA ¢e CHOOIABAT MHOTO PEIKH TEXKH CJIYYad Ha OCTPa peCIIHPaTOpHA

TOKCHUYHOCT, BKIIOUMHTEIHO OCThP pecnupaTopeH auctpec cunapoMm (OPXIC). Cnen npHem Ha
XMAPOXJIOPOTHA3KA OOMKHOBEHO c¢ pa3BuBa OenoapobeH 0TOK B paMKHMTE Ha MHHYTH 110 4YacoBe. B Hauanoro
CHMITTOMMTE BKJIIOYBAT AUCIIHES, MOBHINICHA TEMIIEPATYpa, BlowlaBaHe Ha 6benoapobHaTa QyHKIMS U
xunotoHus. [Ipu ceMHenMe 3a OPJIC Tpabea aa 6bae cnpan npuemsT HA Teamumen [Dioc 1 ga ce nprwioxu
NOAXO0AAINO0 ieueHne. XMApOoXJIOPOTHA3HA He TpAOBa 1a ce mpuiara [py NnaLyMeHTH, KOUTO [IPEAM TOBA ca
nonyuasanu OPJIC cnej npHeM Ha XKAPOXJIOPOTHA3HIL.

HHTECTHHAICH AHTHOCEM

32 HHTECTHHAIIEH aHrHOEAEM ce ChoOLIIaBa MpH NalMEHTH, JIEKYBAHH ¢ aHTHOTEH3MH
aHTRroHHCTH (BX. Touka 4.8). Tean naumenTH HMaT KkopeMHa O0sika, rajieHe, roBph
CHMOTOMHTE OTIDYMSABAT C/I€ NPEYCTAHOBABAHE HA aHrHoTer3uH Il penenropuure




AAArHOCTHULHPpa HHTCCTHHAIICH AHrHOCACM, JICUHCHHCTO C TCIMHCADPTAH TpﬁGB& Add CC NPpCYCTAHORHA M J1a CC
3aTIOYHE MOAXO0AA 0 HAabMOaCHHE 10 MEJIHOTO OTUIYMABAHC Ha CHMIITOMHTC.

JIoMODIHH BeINECTBA:
JIakTo3a

Bcska TabneTka chabpaKa aakTo3a. [laijHeHTHTE ¢ peKH HACACACTBEHH NMpodiieMH Ha HENOHOCUMOCT KbM
rajnaxkTo3a, o01l N1aKTaszeH JeQUIMT WK NIIOKo30-ranakro3Ha Matabcopbuns He Tpadpa ja mpueMar Tosa
JIEKAPCTBO.

Harpu#

Bceaka TaGieTka cpabppxa no-Manko or 1 mmol Harpuii (23 mg) Ha Tabnerka, T.€. MPAKTHYECKH HE ChIbpKa
HaTpHH.

4.5 Biarmojaeifcreae ¢ APYIrH JeKapCTBeHH NPOAYKTH B APYrE GOpPMHE HA B3aHMOeHCTBHE

JInTH#

[To BpeMe Ha eTHOBPEMEHHO NMPHIOKEHHE HA TNTHH ¢ HHXHOUTOPH Ha aHTHOTEH3UH-KOHBEPTHPALLUA CH3UM Ca
Habmo1aBaHK 0OPATHMH MOBHIIICHHA HA CEPYMHHTE JIMTHEBH KOHLIEHTPALWH H IPOABH HA TOKCHYHOCT.
Crobmaranm ca peJKH cTyMaH ¥ ¢ aHuruoreHsdH 11 peuenropuu 6nokepu (BmounTeNHO TenMucapran/ XXT3).
EnHOBpEMEHHOTO NpuiaraHe Ha IMTHi U TeamucapTan/X XT3 He ce npenopbusa (Bxk. Touka 4.4). AKo Ta3u
KOMOMHALHSA € OT CHIECTBEHO 3HAYCHHE, € MPEeNOphYBA BHUMATEIHO MPOCIEAABAHE HA CCPYMHHTE JINTHEBH
HHBA B IEPHOAA HA €THOBPEMEHHO NPWIOKECHHE,

JlexapcTBEHH NPOAYKTH, KOUTO BOAAT A0 3aryba Ha Kanui U XMIIoKaaueMusl (HampuMep ApyrH KalHypeTHYHH
IHYPETHLH, JaKcaTHRH, KopTHKocTepouan, ACTH, amporepuumH, kapOeHOKCONOH, neHHUMIuH G HaTpHid,
CAJTHLIWIOBA KHCEJIHHA H NIPOH3BOAHHTE W)

AKO Te3M fleKapCTBEHH NMPOAYKTH TpadBa Aa ce NpHeMaT eJHOBPEMEHHO ¢ koMOHHaLmaTa TenmucapTan/ X XT3,
ce Npenops4Ba MPOCNCAABaHE Ha KATHERMTE HHBA B IU1a3MaTa. 1€e3H JISKAPCTBEHH NPOAYKTH MOXeE Ja
noreHUMpaT edexture Ha XX T3 BppXy cepymHuA kamuit (Bx. Touka 4.4).

Hon-chabpkainy KOHTPACTHY CPe/ICTBA
B cnyuanTe Ha AeXMApPATALHA, IPHYIUHEHA OT AMYPETHLH, CHILIECTBYBA [IOBHILECH PUCK OT I0fBA Ha OCTpA

O10peuHa HeAOCTATHUHOCT, OCOOEHO NMPH H3NMOI3BAHE HA BUCOKH JIO3H HOA-CHAbPIKAIIM KOHTPACTHU CPEACTRA.
Heobxoanma e pexuaparalids IpeaH npuaaraHe Ha HOA-ChABpKallH CPEACTBA.

JlekapcTBeHH NPOAYKTH, KOWTO MOBMINABAT KANHEBUTe HUBA WIH HHAYUMpAT xunepkanuemus (Hanpumep ACE-
HHXUOHUTOPH, KanHif-ChXpaHABALIM JHYPETHLIHA, KATHeBH JOOARKH, CONIEBH 3aMECTHTEIH, ChABPXKALIM KATHH,

LHIJIOCTIOPHH WIH APYTH JICKAPCTBEHHU NMPOAYKTH KATO XCNIApHH HaTpHi)

AKO Te3H JIeKapCTBEHH IPOAYKTH Ca NpeANKCcaHH 3a ynorpeba eAHOBpeMEHHO ¢ KOMOHHaLuATa
tenmucapTai/ XX T3, npenopbuBa ce MOHUTOPUpPAHE Ha KATHEBUTE TUIA3MEHH HUBA. BB3 OCHOBA Ha onuTa C
M3IIONI3BAHETO HA APYTH JICKAPCTBEHHM NMPOAYKTH, HAMA/ABALIM ASHCTBHETO HA CUCTEMATa PEHUH-aHTHOTEH3HH,
CBITBTCTBAIIOTO NMPHIIOKEHHE HA MOPECHOMEHATHTE JICKAPCTBEHH MPOAYKTH MOXKE Aa OBEJE 0 NOBULIABaHE
HA& CEPYMHHA KATHIA M 1O Ta3H MPUYMUHA HE Ce ITPENOpbYuBa (BXK. TOYKa 4.4),

JlekapcTBEHHM MIPOAYKTH, KOUTO C€ MOBIUABAT OT HAPYIHEHHUA B CEpYMHHA KA
[TpenopbuBa ce neprHoaHYHO Npocieasapade Ha cepyMuus kanuit u EKT, korato Tenmucapran/XXT3 ce
npuJiara €AHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOHTO CE MOBJIMABAT OT MPOMEHH B CEPYMHHA Kaui
(HanpHUMep AArMTATUCOBH FMTMKO3INAH, aHTUAPUTMHUYHH) H CIIEAHHTE JIEKAPCTBEHH MPOIYKTH, IIpeAU3BHKBAILH
torsades de pointes (BKIOYBALIH HAKOW AHTHAPHTMHYHHM ), KATO XHNIOKAJIMEMUATA € TIpepasnosarain Gaxkrop 3a
torsades de pointes:

- knac Ia aHTHapUTMUUHK (HATTPHMED XHHUAWH, XHAPOXHHHAMH, JU30MHpAMHA)
- knac Il aHTHapUTMHYHHA (HANpUMEp aMHOAAPOH, COTaNON, AodeTHNUA, HOyTHIHA)
- HAKOH aHTMIICHXOTHIM (HAIpHMep THOPHAA3HH, XJIOPIPOMA3HH, JCBOMEIPOMA3HH,
IHaMEMAa3HH, CYIITHPHI, CYJITONPH, BMUCYITIPHA, THAIIPHU, MHMO3UI, XaJIONECPUA
- apyru: (Hanpumep Oenpyawi, UM3ANpKI, AHGEeMaHWI, MHTPABCHO3CH CPUTPOM
MH3ONTACTHH, NEHTaMUIWH, cnapdiokcalut, TepdeHaant, HHTPaBeHO3eH BUHKaMH




EHI‘HI‘MHGGBH TITHKO3UAN

[IpeansBHKaHaTa OT THA3HAH XMITOKATHEMHS MITH XHIIOMarHe3HeMHs GaronpuaTcTsa BL3HHKBAHETO Ha
NpeAU3BHKAHA OT JUTMTATHUC apUTMHS (BXK. TOYKA 4.4).

EHFGKCHH

Koraro TenMHcapTaH € NpHIokKeH eJHORpEMEHHO ¢ AMIOKCHH, ce Habnioaasa CpeIHO HapacTBaHe Ha
MAKCHMATHATA TUIa3MEHA KOHLICHTpallHd Ha qUroxcHH (49%) u Ha naii-Huckara koHuUeHTpauus (20%). Koraro
ce 3aIo4Ba, KOPUIrupa H MPEKpaTABa JICYCHHE C TEIMHCAPTAH, NPOC/ICAABARTe HHBATA HA JIMMOKCHH, 34 J1a ce
NOJABPXKAT HHBA B PAMKHTE HA TEParicBTUYHHA AHAMA3O0H.

Jpyry aHTUXUNEPTEHIWBHH JIEKAPCTBEHH NIPOAYKTH

Tenmucapran MOXe Aa MOBUIIM XHIIOTEH3WBHKA e(eKT Ha APYIH aHTHXHNEPTEH3NBHHA CPEACTEA.

JlaHHWTE OT KIMHMYHH MPOYYBaHHUA NOKa3BaT, ue ABoliHaTa 610KkaJa HA peHHH-BHMMOTEH3HH-ANA0CTEPOHOBATA
cucteMa (PAAC) upes kombunupaHa ynorpe6a Ha ACE-unxuburops, anrnorersu Il penenropau 6nokepu
HJTM THCKHPEH ce CBBP3BAa C NTIO-BMCOKA YECTOTa HA HeKeNaHU ChbOMTHA KATO XMIIOTOHHS, XHNEPKAIIMEMHUS H
HaMasieHa OBOpeuna QyHKLps (BKHOYMTEIHO ocTpa OROpeviHa HeloCTATEYHOCT), B CPABHEHHE C ynorpebara
caMo Ha €JHO CpeACTBO, AeicTBamo BrpXY PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

[IpoTHBOAMAOETHH JeKAPCTBEHN NPOAYKTH (TTepopanHy ¥ HHCYJIHH)
Moxe 1a ce HAJIOXKH KOPHTHpaHe Ha JO3HTE HA NMPOTHBOAHAGETHUTE IEKApCTBEHH MMPOAYKTH (BX. To4KA 4.4).

M MUH
TpaGea aa ce H3NON3BA NPEATNAIIMBO DOPAdM PHCK OT JIAKTATHA auK103a, MHAYLHpaHa OT Bh3MOKHA

¢yHKIMOHaNHa Ob0pedHa HeIOCTaTBYHOCT, CBBp3aHa ¢ XXT3.

XOIeCTHPAMHH M KONIECTHIIONOBH CMOJIH
[Ipn HanuuHe Ha aHUOH-0OMEHHHM cmonu abcopbumaTta Ha XX T3 ce Hapyluaga.

HecreponaHu 1poTHBOBRB3NAINTEIHH CPEACTRA

HCIIBC (T.e. aueTHNCanHUMIOBa KUCEIMHA B MPOTHBOBL3NAIHTENHU A03H, COX-2 HHXHOMTOPH M
HecenekTHBHM HCIIBC) morat aa HaMansaT AMYPEeTHYHHSA, HATPHYPETHYHHUA M AHTUXHMIIEPTEH3UBHUA €(EeKT Ha
THA3HHUTE AMYPETHIIM M AHTHXHIIEPTEH3IUBHUA e¢eKT Ha aHruoTeH3uH Il peuenropaure 6nokepu. [Ipu HaKou
nalyeHTH ¢ HapyuleHa 0p0peyta dyHkuMA (HanpaMep JeXHApPATHPAHH Nal[HeHTH WM MAllMEHTU B HAMpeHaa
BB3pACT ¢ HapylneHa 6x0pevuHa PyHKIMA) eAHOBPEMEHHOTO NPHIOKCHNUE HAa aHTHOTEH3HH I penenmopam
ONOKEPH H JIEKAPCTBCHH NPOAYKTH, KOHTO HHXHOHpAT LIMKIOOKCHI€HA3ATa MOXKE 8 JOBEAC 10 MO-HATATHIIHO
BIOLDABaHE HA OHOpeuHaTa pyHKIMA, BKIIOUHMTENIHO € Bb3MOXHA ocTpa 6p0peuna HeaoCTarbYHOCT, KOATO
ocbukHOBeHO e obpaTuMa. 1o Tazu npuunHa koMOUHaUMATA TpAOBa Ha Obae npiuaraHa ¢ MOBHIIEHO BHUMAHHE,
oco0eHO MpH nanMeHTH B HanpeaHana pp3pacT. [lauuenTure Tpabsa ga 6naar anekBaTHO XHAPATHPAHH U Aa
Obae npociaeaspana OsOpeuHaTa UM QYHKLHA B HAYANOTO HA KOMOMHHPAHOTO EYEHHE H MEPHOANUHO Clej
TOBA.

B eaHo npoyusaHe JHOBPEMCHHOTO NPWIAraHEe HA TEIMUCAPTaH H PAMUIIPHII € JIOBEJIO 10 NOKAYBAHE HA
AUCp24 ¥ Crax Ha paMHIIPHI H paMHIIPWIAT A0 2,5 mbtH. KnMHMYHATA 3HAYHMOCT Ha TOBA HabmoAeHUE He €
H3BECTHA.

[IpecopHu aMUHH (HAITpUMEpP HOpPaAPEHATHH)

EdexTsT Ha NpecopHHTe aMHHM MOXKE a C& HaMallH.

Hepenonapusupaiiuy MuopenakcanTH (Hanpumep TyOoKypapHH)

XHAPOXJI0pOTHA3HA MOXKE 2 NOTCHUHpa edeKTa Ha HEAETIONAPUIHPALIHTE MHOPENaKC .

: !?0-? -.\

JlekapcTReHH NPOAYKTH, M3IMOJ3BAHH 33 JICUEHHE Ha noaarpa (HanpuMep nmpobeHemz 1
afIOMyPHHON) ,. \‘*1
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Moxke 1a ce HATOKH KOPUTHpaHe Ha JO3aTa HA YPHKO3YPHYHMTE JICKAPCTBEHH NMPOAYKTH, ThH KaTO
XMIPOXJIOPOTHA3H MOXKE J1a YBEIMYM CEPYMHHUTE HMBA Ha MHKOYHATA KHCEeIHHA. Moxke 1a ce HaJIOXKH

MOBMIIABAHE HA JO3UTe Ha npobexeta WM cyndUHTIHPa3oH. EAHOBpEMEHHOTO NpUeMaHe Ha TUA3SHIHN MOXKe
1 MIOBHINIK YECTOTATA HA PEaKLMATE Ha CBPBXYYBCTBUTEIHOCT KbM AJIOIMYPHHOIL.

KaniueBH colu

TuasHaHUTE JUYPETHLIM MOXKE Ja NOBHIIAT CEPYMHHUTE HHBA Ha KAJILIHM, KOETO C€ AB/DKH Ha NOHIDKEHATa MY
ekckpelua. Axo TpaOBa ga ce npeAnHIIaT KanuHeBd 100aBKH WIH KATLMH-CHXPAHABALIH CKAPCTBEHH
MPOAYKTH MEMUMHCKH MPOXYKTH (Hanp. npu BuTaMHH D Tepanus), € HeoOXoaMMOo a ce NpOoCaeAABaT
CEpYMHHTE HHBA HA KAJIUKUH M CHOTRETHO Jla C€ KOPHIrupa [o3ara.

bBera-6nokepu ¥ AMa30KCHI
THasuauTe MOXE /1a MOBHUINAT XHNEPrIIMKeMHUYHHTE edekTH Ha OeTa-OnokepHUTe H AHA3OKCHA.

AHTHXOMHEPTHYHHTE JIEKAPCTBEHU NPOAYKTH (HarmpuMep aTPOnMH, OunepuacH) MOXKe 1a NoOBHINAT
OHOHATHYHOCTTA HAa THAZHIHMTE JHYPETHLIH Ype3 MOHIDKABAHEC HA CTOMAIIHO-YPEBHHUSA MOTHIIHTET H YEeCTOTaTa

Ha H3ITpa3BaHC HA CTOMAaxa4.

AMaHTANHUH
TwasnauTe MOXKe 2 YBEIHMAT PHUCKA OT HEXXeNaHH eeKTH, MPUYMHEHH OT aMaHTaIHH.

[ [MTOTOKCHYHH IEKAPCTBEHU MPOAYKTH (Harpumep LipkiogochaMul, METOTPEKCAT)

TuasuauTe Moxe Aa HaManaT OBOpedHaTa eKCKpelMa Ha IIMTOTOKCHYHHTE JIEKAPCTBCHH MIPOAYKTH H 4
NOTEHIMPAT MUEJIOCYTIPECHpAlIMs UM edEeKT.

B13 ocHoBa Ha dapMAKONIOrHYHUTE UM CBOMCTBA € BE3MOKHO /1 C€ O4AKBA, 3E CJICHHTE JI€KapCTBEHH
ITPOAYKTH MOTAT AA NOBUILAT XMIIOTCHIMBHHA eeKT HA BCHYKH aHTHXUICPTEH3IUBHH CPEACTBA, BKIMOUYUTEIHO
TenMucapra: SaiodeH, amudocTiH. ChINO Taka, OPTOCTATUMHATA XHIIOTOHUA MOXKE A4 6Bb/c 3aCHeHa OT
ankoxoJ, 6apoUTypaTH, HAPKOTHYHH BELIECTBA WIH AHTHACITPECAHTH.

4.6 ®eprrIanTeT, OPEMEEROCT B KbPMEHEe

_bpemenHocT
He ce npenopstpa ynorpebarta Ha anrnoreHsuH Il peuenropHu O10kepH fpe3 MEPBUS TPUHMECTHP Ha

GpemenHocTTa (BXK. TouKA 4.4). Yorpebara Ha aHrnoreHsuH I peuentropuu 61okepy e npoTHBONOKa3aHa Mp
BTOpHSA U TPETHA TPHMECThp HA OpeMeHHOCTTa (BXK. TOUKH 4.3 H 4.4).

Hsama goctaThuHO AaHHH 3a ynorpebara Ha Teamucapras/ XXT3 npu bpemeHHH keHH. ExcriepuMeHTanHuTe
NPOYYBAHHA NMPH KMBOTHH MOKA3BAT PEMPOAYKTHBHA TOKCUYHOCT (BXK. TOYKa 5.3).

EnuaeMHONOTHYHHMTE JaHHH 38 PUCKA OT TEPATOreHHOCT cie] ekcro3uiua Ha ACE-uHxuburopu npes mopBus
TpHMeCTHp Ha OpeMeHHOCTTa He ca yOeaurenHH. Bee nak, He Moxe fa ce H3KMoUH c1abo NMoBUIaBaHe Ha
pHucka. Jlokaro HAMa KOHTPOIHPAHH ENHASMHONIOTHYHH JJAHHH 38 pUcKa ITpH ynoTpeba Ha aHrHoTeH3uH 11
peLenTOpHHA OI0KEPH, CXOAHH PUCKOBE MOTAT Jia ChILECTBYBAT H IIPH TO3H KIAC nekapcTsa. [launeHTkure,
KOMUTO IUTAHHAPAT OpeMEHHOCT, TpOBa 1a NpeMUHAT KbM AITEPHATHBHO AHTUXMIIEPTCH3IUBHO JICUCHHE C
ycTaHoBeH npodwi Ha Ge3zonacHOCT npu ynorpeba no BpeMe Ha OPEMEHHOCT, OCBEH 4KO C€ CYMTa, Y€ € OT
oco0eHa BXKHOCT 2 C€ IPOAL/DKH JIeUeHHEeTO ¢ aHrnoTeH3uH I peuenrropuu 6mokepu. Axo €
AMArHOCTHIHPAHA OpeMeHHOCT, leyeHueTo ¢ aHruoTeHsuH I perenrropan 610xepu TpabBa He3abasHo na 6bae
APEYCTAHOBEHO M, aKO € NOJXO0AsmoO, Aa Objie 3anOYHATO AJITEPHATHBHO JIEHEHHE.

e e
YCTaHOBEHO €, Ye eKCMO3HLMATA HA AHTHOTEH3HH Il peuernrropHu 6mokepH npes BTOPHH T ;
OpeMeHHOCTTA NpeAU3BHKBA (PETOTOKCHHMHOCT NpH Xopa (noHwkeHa 6b0peuHa GyH
3a0aBeHa YepenHa ocHpHKanma) H HeOHaTATHA TOKCHIHOCT (OB0OpeuHa HexoCTaTHYHC
XunepkanHeMus) (Bx. Touka 5.3). [Ipenoprusa ce ynTpa3BykoB fnperiies Ha 656pedHaTh

cJryuaii Ha ekcno3uums Ha aHruoreH3uH Il penerrropuu 6510kepH OT BTOPHA TPHMECTHP |

J j‘ b

?l ngm"”f
s mnqepgq

i6peMentocTra
i mh‘ P n,
*




ciien Toa. HoBoponenuTe, yuuTo Matiku ca mpueMany aHrnotTeHsHH I peuenrropum 6noxepu, Tpabaa na 6baar
BHMUMATENHO HAOMONABaHH 3a HATHYHE Ha XUINOTOHUA (BXK. TOUKH 4.3 1 4.4).

OmureT ¢ XXT3 no BpeMe Ha 6peMEHHOCT € orpaHMyeH, 0coOeHOo npes mbpeuA TpUuMecTsp. [IpoyuBanusTa mpu
’KMBOTHH €& HEJOCTATRYHH. XHAPOXJIOpOTHAZH NIPEMHHARA TTpe3 IialcHTaTa. basupadku ce Ha
¢dapMakoIOrHUHNA MEXAHHIEM Ha aelicTBue Ha XX T3, ynorpebara My rpe3 BTOpHS M TPETHA TPHMECTBP MOXKE
J1a KOMITIpOMETHPa (eTo-IIaleHTAPHATA ITPOITYCK/IMBOCT M J1a MPUYHHH (PETATHH ¥ HEOHATANHH e(eKTH KaTo
KBIITCHHLIZ, HAPYLICHHUE HA CNIEKTPOJIMTHHA OaTaHC H TPOMOOLIMTONEHHS.

XuapoxnopoTrasua He TpAOBa Aa ce U3MON3BRa [IPU MeCTALIMOHEH OTOK, NeCTALIHOHHA XMIICPTOHMS WITH
NpeexJaMCcHi, NIOPAJH PHCK OT NOHIKABAHE HA TUTa3MeHHA 00eM H IulaueHTapHa xunonepdysus, 6e3 nosxelex
edeKT BBPXY X0/a Ha 3abonsBaHeTo.

Xuapoxnoporua3uj He TpabBa Aa ce W3MON3Ba MTPH €CCHIMAIHA XHIIEPTOHMA NTPH OPEMEHHH JKEHH, OCBCH B
PEAKHM CTydaH, KOTaTO He MOXE Aa Ce MMPIIOKH APYTO JIeHCHHE,

KspMeHe

T xato HAMa JaHHK OTHOCHO yrioTpebaTa Ha TenMucapran/XX T3 B nepuoaa Ha KbpMEHE, TeIMUCapTaH/
XXT3 He ce mpenopruBa, & ce NpeAroYMTAT ANTEPHATUBHH JIEHEHHA ¢ NO-100pe ycraHOBEH Npodun Ha
6e30nacHOCT B EPHOJA HA KbpMeHe, 0COOEHO NMpH KhpMEHE Ha HOBOPOACHO WIH NMPEXKACBPEMEHHO POACHO

HACTC.

XHApOXIOpPOTHA3K] C€ EKCKPETHPa B MAJIKH KOJIMUECTBA B MAHUYMHOTO MIIAKO. THA3HAH BB BUCOKH J03H,
NpeAM3BHKBAINN HHTEH3MBHA JUYpe3a, MOXe Aa HHXHOMpAT NPOXYKLMATA HA MIAKO. Ynorpebara Ha
TenMucapTan/ XX T3 no Bpeme Ha KbpMEHE He ce npenopbasa. Ako TeMucapTan/XX T3 ce H3non3sa B nepyon
HA KbpMeEHe, TpaOna Aa ce nogabpKaT HAH-HUCKUTE BE3MOKHH J103H.

QEePTUIHTET
He ca npoBexaaHu Npoy4saHHA BEPXY (PEPTUIHTETA MPH XOpa ¢ PHUKCHpaHaTa X030Ba KOMOMHALMA WITH ©

OTAEHHUTE KOMIIOHEHTH.
B npeaxinHHYHM Npoy4YBaHHA He ¢a HabmoaasaHu edexru Ha TenmMucaTpaH H XX T3 BLpXy MBXKKHA U
KEHCKHA (PEPTHIHTET.

4,7 Edextn pupxy cnocobnocTTa 38 modrpane H pabora ¢ MAIIAHA

Tenmumen [Tmoc Moxe Aa nopnude cnocofHOCTTA 3a WodupaHe ¥ pabdota ¢ MalmuHHU. [ToHAKOra MOXe 1a ce
MOABH 3aMalBaHe, CHHKOI HWJIH CBETOBBPTEX MNPH NMPUEM HA AHTHXHIIEPTeH3KBHA Tepanusa KaTo

TenMucapran/ X XT3.

AKO MalMeHTHTE H3IHTAT T€3M HEXENAHU peakiuu, Te TpaOpa Ja H304AreaT NOTEHIHAIHO OMACHH 3aauH
KaTo modHpaHe WK paboTa ¢ MallIHHM.

4.8 Hexenany JeKAPCTBEHH peaKIHH

Kpamxo uznooicenue na npogpuna na besonacrnocm

Haii-uecTo ¢c1o0lIaBaHATA HEXKENIAHA JIEKAPCTBEHA peakL1s ¢ 3amMaiBane. Cepuo3Ha peaKuMs Ha aHTHOEAEM
MoOxe 1a HacTenM panko (>1/10 000 no <1/1000).

YecToTaTa HA HEXKEJIAHHTE JIEKAPCTBEHH peakiiMH, cho0ueHd npy ynorpeba Ha Tenmucapran/XXT3, e
CPaBHHMA C Ta3H HA HEXKE/IAHUTE NEKAPCTBEHM peakiiuy, cro0ILeHH NpH yrioTpeba camo Ha TeIMHCApTaH B

PaHIOMHM3HPaHH KOHTPOJHpaHu npoy4paHus, obxsawainy 1471 nauueHTH, pasnpeaeneHy Ha

pacoBaTa MPHHAANICKHOCT Ha MALIMEHTHTE.

TabauyeH cnUchK HA HEXKETAHUTE JICKAPCTBEHH PeaKLMH




Hexxenanure neKapcTBEHH PeaKLMH, ChOOIIEHH BBB BCHYKM KIMHHYHH MPOYYBAHMSA M HACTBITWIH [10-M€CTO IIPH
M3M0/3BaHeTO Ha TenMHucapraH rwoc XX T3, 8 cpaBaerue ¢ mwianebo (p<0,05), ca onucaHy 1o-goy B
CBHOTBETCTBHE CHC CHCTEMO-OpraHHaTa Kinacuduxaia. HexxenaHH JIEKAPCTBEHM PEaKLUMM, KOUTO Ca XapaKTepHH
33 CAMOCTOSTETHOTO NPUJIAraHe Ha OTAENHHTE My CBCTABKH, MOTaT MOTEHLMANHO A C€ MPOABAT U NMPH JICHEHHUE
¢ Tenmumen [lmoc, a0pH M Aa He ca HAOMOAABAHH B KITHHWYHHTE [TPOYYBAHHA.

HeskenaHuTe IEKAPCTBEHH PEAKUMM Ca KATErOpH3MpaHy CIiope], YeCTOTATA, KaTO € H3MOJI3B&HA ClIeJHATA
knacuduxaumg: MHoro Yect (=1/10), wectu (=1/100 x0 <1/10), Heuectu (>1/1000 o <1/100), peaxu
(=1/10000 no <1/1000), muoro peaxu (<1/10000), ¢ HeuzsecTHa YecToTa (OT HUTHUHHMTE JAHHU HE MOXE Ja
Obae BaNpaBeHa OLICHKA).

[Tpy BCAKO rpynupaHe B 3aBUCHMOCT OT MECTOTATA, HEXKEIAHUTE JICKAPCTBEHH peaki[UH ce H3OPOABAT B
HH3XOAALL pefl 110 OTHOIIEHHE Ha TEXECTTa.

Tabmuua 1: Tabnuuen cnuckk Ha HexenanuTe peakiid (MedDRA) ot mnaueOo-KOHTpOMHpaHU NPpOyUYBaAHNS K
OT NMOCTMAPKETHHIOBMSA OTIUAT

Knac oprann Ha | Hexeslann peaknns YecToTa
CHCTEMATA
MedDRA Taﬁ::en Teamurcapran®| XaapoxiopoTHaIng
Hudexnun B Cencuc,
HEpecTANUH BKJTIOYHTEITHO pAAKoO
_(paTajieH U3XO/N |
bpOHXHUT | pAaaxo
@apuHTHT PAAKO
CuHyHT pAAKo
HMudexums Ha
OPHHTE HEYECTO
JIMXATENHH
MbTHIIA
Nudexiu Ha
NHKOYHH IThTHINA HEYeCTo
IfucTuT | HedecTo
Hosoobpasysan | HemenanomeHn pax
HE Ha KOKATa
nobpoxagecTne (6bazanHOKNETHUCH
HH, KApLUHMHOM H
snoxavectsenn | Ilnockokners C HeH3BECTHA 4ecToTa’
H YeH
HEYTOYHEHH (BKJI. | KAPLIMHOM)
KHCTH H NOJIHNH) h
Hapymenns Ba AHeMnn | HedecTo
KpBBTa # EoznHodmmusa PAIKO
MEMGHATA Tpombormronenws PRIKO pAAKO
CHCTEMA ! . -
TpombouuroneHuyHa
nypriypa PARKO
AmnnacTuyMHa aHeMHA _ C HEeH3BECTHA 4ECTOTA
XeMOIUTHYHA MHOTO pmfg NS
dHCMHA ax
HapymeHa d)yl-ﬂ(ul»lﬂ MHOTO ."'-' 11 e
Ha KOCTHHUSA MO3DBK () -
JleBkONEeHUA MHDI“ Sh N 1
ArpaHyJIouMTO3a t\n*:..n. + S
AN
N J




Hapymennas Ha
HMYBHATA
CHCTEMA

AHaQHIAKTHYHH

peaKLA

pAAKO

_Cap'bquacmmenmc

T

PAIKO

MHOTO PRAKO

Hapymenns na

XHUroganueMus

HCYCCTO

MHOI'O 4€CTO

MeTabonraMa B

XunepypHKeMns

PAAKO

4eCTo

XpAHEHETO

XHNoHaTPHEMHS

PAIIKO

|
pAAKO

4eCTO

XHUnepkatHeMmus

HCYCCTO

XunornukeMus (NpH
nauWeHTH ¢ auaber)

PAAKO

XHnoMartezseMmus

HCCTO

Xl»mepmmleuﬂa

PAAKO

XHIIOXJIOPpEMHYMHA
alIKano3a

MHOIO pAaKO

HaManeH anetur

ol

HECTO

XHIEPIHTTHACMMS

MHOI'0O 4€CTO

Xune_gmﬂxeum

| PALKO

HEANCKBAaTCH

KOHTPOJI Ha 3axapeH
auaber

|

PAIKO

IIcHuxuuHKE

besrokoicTBO

HECYECCTO

pPAAKO

HAPYIMICHMS

I_lerl_gecm

| paaKo

HEYCCTO

PAAKO

beictune

PASIKO

HCYUCCTO

HapyuieHus Ha ChbHA

| PAAKO

paIKO

Hapymensd Ha

CaeToBBpTEXK

HecTo

HEPBHATA CHCTCMA

CHHKON

HEYECTO

HCYCCTO

_Tlapecte3ns

HCYECTO

| PARKO

CopHIMBOCT

lpmg

['nasobonue

| paxo

Hapymenug na
OIHTE

 3pHTeNTHO YBpexaHe| pAIKoO

| paaxo

PAIKO

3peHHETO €
3aMBIJICHO

PAIKO

Octpo

3aKPHTOBIBITHA
[ nayxoma

C HeM3BeCTHa 4YeCTOoTa

XOpHOHIATICH H3JTHB

C HeKr3BeCTHA YeCTOoTa

Hapymenns Ha
YXOTO H
anbapunTa

CreTOBBpTEK

HCUYECTO

HEUYCCTO

il

Cunpaecunn

Taxwxapaus

HEYECTO

pAIKO

HApYIIEHHA

Apumnn

HCUYCCTO

Bpanmcapm

HEYECTO

CraoBn

XHUTTIOTOHUA

HCUCCTO

HEYECTO

HAPYLHICHHAN

OprocTaTiyHa

XHIMMOTOHNA

HCUYCCTO

HCYCCTO

HEKPOTU3HpaLl
BACKYJ/IUT




I[EEHHEH

HEUYECTO

HCYECTO

Eecnnl;a'ropnn, \
HH B

MEAHACTHHAITHA

PecriupaTropex
JHCTPEC

PAIKO

MHOT'O pAAaKO

HAPYIICHHA

ITHeBMOHHUT

pAIKO

MHOTIO PARKO

MHOT'O pAAKO

| psmxo

HEYCCTO

MHOTO PAZKO'

Octpp
pECNHPATOpPEH
AUCTpEC
CHHAPOM
(ARDS)

(Bx. pasnen 4.4)

MHOTIO PAIKO

Cromamno-

Juapus

HEHECTO

HCYCCTO

9CCTO

YpeBHE

Cyxora B ycTaTa

HCYECTO

PSAIKO

HapymenRd

['a30oBe

HCUYCCTO

HEYECTO

Kopemna 60nka

pAIKO

HEYECTO

3anek

pAaKO

pAOKO

JAncnencus

pAaaKo

HCYCCTO

Hongtmane

pAKO

HCYCCTO

9CcCTO

I'aCTpHT

PAIKO

Kopemen
IUCKOMQOpT

pXo

paKO

I'aneHe

HECTO

[laHkpeatur

| MHOTO PAJIKO

XenaToOuIHAPDHA
HADYIICHAS

AHOopManHa
yepHOAPpOOHa
(YHKLHS/ 9ePHO
pobHo

HapyLIeHHe

paKo’

JKrorreHMua

PAIKO

Xonecrasa

pAIKO

Hapymeunns ua
KOMKATA H
NOAKONKHATA
THKAH

ARrvoenem

PAAKO

PAAKO

PRAKO

PAAKO

| paaKo

HCUYCCTO

pAaKo

HEYCCTO

HeCTO

XP;ﬂePKHﬂPOSB

PAAKO

HCYECCTO

YpTHKapus

PAAKO

PAAKO

4eCTO

Exsema

pAAKO

JlekapcTBeHa
CpYyTiins

PAZKO

ToKCHYHA KOXHA
CpYNLHMs

pAIKO

Jlymyc-nonobeH
CHHApOM

MHO




Peaxiusa Ha
$OTOUYBCTBHTETHOCT panKo
ToxcruHa
enmuIepMaitg MHOT'0 PAIKO
HEeKpoJiH3a
EpureMa
mynaTudopme C Heu3sBECTHA 4YeCTOTA
Hapymenns Ba bonkH B repba | HeuecTO HEYECTO
MYCKYJHRO- MyckynHu crniazmu
CKeJIETHATA  (KpaMnM B Kpaka) HEYECTO HEYEeCTO C Heu3BeCTHA 4eCTOTA
CHCTEMA H Muanrus HE4ECTO HEYeCTO
:":’: STEHATA | Aprpanrus PAJIKO PAAKO
boska B kpaliHuka
(6onka B Kpakara) PAAKO pAAXo
bosika B
CYXOXKIITHATA
(cumITTOMH, MOAOOHM paaKo
Ha TCHAHHMT)
CHCTEMEH JIyTIYC
| epuTemMaTO3yC psxo’ | MHOrO pAAKO
Hapymenng Ha brbpeuno HEeYeCTo C Heu3BecTHA YecTOTa
6n0penuTe H _YBpeXIaHe
NHKOSHATE OcTtpa 6p6peuna HEYECTO HEYECTO
IbLTHINA | HEIOCTATBYHOCT
"moko3ypus psIKo
HAPYIHCHRN Ha
PenpoayKTEBHATA
CHCTEMATA H EpexTHnHa HevyecTo YecTo
rspaaTa OAChYHKLUA
O6mu Bonxa B rpawTe HE4eCTO | HeuecTo
HAPYIICHHS H I'punonoaobHoO
epeKTH HA 3abonaBaHe | PAIKO PAIKO
MECTOTO HA Bonxa PRIKO
IpRICKCHHE Actenus (cnabocr) | HEYeCTO C HeW3BECTHA 4YecToTa
| 11npexcus C "Heu3BECTHA YecToTa
Hacheapanns YBenMueHHUE Ha
NMAKOYHATA KUCEJIMHA | HEYECTO PARKO
B KPbBTa
YsenuucHHe Ha
KpeaTHHHH B KPbBTA | PAOKO HEYecTo
YBenuueHue Ha
KpeatuHa B kxpbBTa/
(pocoknHasa pAAKO pAAKo
YBenuueHue Ha
YEPHOAPOOHHUTE pAIKO PAIKO
EH3UMM




HamaneHue Ha pPAAKO
xemorinobuHa

1 B3 OCHOBa Ha NTOCTMAPKETHHIOB OTIMT

2 BibxTe noapaszfiesIiTe 1o-A01y 3a AOMBJIHHTENHA MHGOopMAaLHs

* Hexxenanute peakiii ce Habmonaeat ¢ noofHa 4ecToTa NpH NALHEHTH, JICKYBaHH ¢ 1anebo H
tenMucapTan. O0LIaTa YecToTa HA HEXENTAHMTE peakluy, chobieHH npu renmucaprad (41,4%), obukroseHo e
cpasHuMa ¢ rutauebo (43,9%) B wiauebo koHTponupany npoyuBaHusa. HexxenaHwre peakuvu, H30poeHu no-
rope, ¢a HATPYTAHH OT BCHYUKH KIIHHUYHYU M3MUTBAHUSA [IPH MALMEHTH, NEKYBAHH C TEIMHCAPTAH 38 XHIIEPTOHHS
HAM IPY NauHeHTH Ha 50 Wi noBeye roMHH ¢ BUCOK PHCK OT ChpAECYHO-CBAOBH CHOMTHA.

Onucanue na uzbparu HeXCeaanu AEKApCMBERU DEAKyUY

AGHOpMHa uepHOApOOHE PyHKIMA/ UepHOAPOOHO HapyIneHHE

[MoBeueTo cnyuan Ha abHOpPMHA YepHOApoOHa GyHKIHMA/ uepHOAPOOHO HAPYILEHKHE OT NOCT-MAPKETHHIOBHUA
OTMT ¢ TEIMHCAPTAH HACTHIIBAT MPH MALMESHTH OT ATIOHCKH NMpon3xo. [Tpy nalueHTH OT AMOHCKH MPOH3XOA

ChIICCTBYBA I10-N0JIIMA BEPOATHOCT 38 PA3ZBHTHC HA TC3H HEXCIIAHH PCAKIiHH.

Cencuc

B npoy4Banero PROFESS ¢ HabmonaBaHa noBHillEHa YeCTOTa HA CEINCHC IIPY TEJIMHUCAPTAH B CPaBHEHHE C
maue6o. CuOHTHETO MOXKE Aa € CTyHaliHa HAX0AKa WIH [ja € CBBP3aHO C HENO3HAT A0 MOMEHTa MEXaHHU3IBM
(BXK. TOUKa 5.1).

Unrepctrumanna Genonpobua Gonect
Cny4au Ha uHTepcTHLMATHA OenoapobHa Oonect ca oKIaaBaHK OT NOCT-MAPKETHHIOBHA OITUT, 110 BpEME Ha

npHeM Ha TenMucapraH. [IpHuHHHO-CIEACTBEHA Bph3ka obaye He e yCTaHOBEHa.

HemenaHoMeH pak Ha KOXXaTa
B13 ocHOBa Ha HAIHYHHUTE JAHHH OT EMHAEMHONONHYHH NPOyYBaHHA ¢ Habmo1aBana 3aBMCHMA OT

KyMyJIaTHBHaTa 1033 Bph3ka Mexay XXT3 u HMPK (Bx. cbino Toukn 4.4 u 5.1).

HUHTECTHHAIEH aHT'HOedeM

CrobineHH ca cayyan H8 MHTECTHHANIEH aHrHoeAeM cien ynorpeba Ha anrvoreHsuH Il peuenrropuu 6sokepu
(B:K. TOMKA 4.4).

Crobimasate Ha [OJO3NPAHN HEXKETAHH PEAKLIUH
CrobizaBaHeTo Ha NOAO3IHPAHH HEXKeNaHH peakUHH Cliell pa3peliaBase 3a ynorpeba Ha JeKapcTBEHHS MPOIYKT

e BaxkHO. ToRa NO3BONABA [a Ce NPOOWDKH HAO/MOAEHHEeTO Ha CHOTHOLICHHMETO TI0/13a/PHCK 34 JICKAPCTBEHMA
npoAYKT. OT MEAMLIMHCKMTE CIICLIMATHCTH ce M3UCKBA a ChOOIABAT BCAKA NOAOIHPAHA HEXKEIAHA PEaKLMs
ype3 MambaHUTENHA areHIMs Mo iekapeTsara, yiu. ,.Jiamsx ['pyeB” Ne 8; 1303 Codus; ten.: +35 928903417
yebcaitT: www.bda.bg.

4.9 [Ipeno3zmpane

ChlecTByBa orpaHM4eHa HHPOPMAaLHA IO OTHOLWICHHE HA MTPEAO3UpaHE Ha TeIMHcapTaH nNpH xopa. He e
YCTAHOBEHO IO KAKBA CTENEH XHAPOXIOPOTHAIHA C€ OTAENA NTPH XEMOIHAITH3A.

Cumnromu: Haii-u3sseHHTe MPOABU HA MPEAO3HPAHE C TEIMHCAPTAH Ca XHIIOTOHUA M TAXMKAPAHA, & CHLIO Ce

cpodLuaBar ¥ GpagHKapans, 3aMasHOCT, NOBpPbIIAHE, MOBHIIABAHE HA CEPYMHHS KPEATHHHMH U OCTpa G'bﬁpeqﬂa
HeaocTaTb4HOCT. [Ipeno3upaneTo ¢ XxMAPOXIOpOTHAZH] CE CBbP3Ba C HAMAINBAHE Ha €NeKTPOMLTH
(XHNOKANHEMHSA, XHNOXJIOPEMHS ) M XHIIOBOJIEMHS, ALJDKAIIH C€ HA EKCICCHBHATA JHYDE / {ajidds
CHMIITOMM Ha NpeAO3UPaHe ca raJeHe i COMHOJICHTHOCT. XUMOKATMEMHATA MOXKE J1a ROHERY Jic
cra3MM H/WIH aKLEHTYHpaHa apuTMHA, CBbP3aHM C €JHOBpeMEeHHaTa ynoTpeba Ha Juryias OBH. r.n LG
KM ONpeAeNeHH aHTHAPHTMHYHH JIEKAPCTBEHH TTPOAYKTH. 3 e :

H




Jleuenne: TeTMHCAPTAH HE C€ OTAENA NMpH XemodwrTpauua U npu xemoauanusa. [lauuenTsT Tpabea na 6bvae
BHHMATENHO HabmoaaBaH M JieueHHeTo TpSOBa 1a Obae CHMITOMATHUYHO K NOAALpKALNOo. OrnangBaHeTo
3aBHCH OT BPEMETO OT IIPHEMAHE HA MPOAYKTA U TEXKECTTa Ha CHMITTOMHTE. [IpernopbuHTeNHHTE MEPKH
BKJTIOUBAT NpeAUIBHKBAHE HA MOBpBINAHE W/HIK cToMalnHa npomueka. [Ipunaranero Ha akTMBEH BBIJIEH MOXeE
na Oble MoJIe3HO MPH JIeUYeHHe Ha npenosupaneTo. HeobxoaqumMo e vecto mpocneasBaHe Ha CEPYMHHTE
€JIEKTPOJIHTH H KpeaTHHHH. [IpK nossa Ha XMMIOTOHMA, HALMEHTHT TpaOBa fAa 6bJe NocTaBeH B JIErHANO O Iped
NOJIOXKEHHE U OBP30 /12 ce MPUIOKAT CONIeBU U OOCMHH 3aMECTHTE/H.

5, OAPMAKOJIOT'HYHH CBOUCTBA

5.1 OapMakoNHHAMEYHHE CBOHCTBA
(dapmakoTepanesTHUHA rpyna: Auraoren3ss I peuerrropau 6nokepu (APB) m nuypernun, ATC kon:
CO9DAO07

Teamumen Ilnioc e koMOHHaUMA OT aHrHoTeH3HH 11 penienrropeH 610Kkep - TEIMHUCAPTAH H THASHACH AHYPETHK -
xuapoxnoporuasua. Ilpu kKoMOMHMpPAHETO HM TE€3H CHCTABKM HMAT AJWTHBEH AHTHXHITIEPTCH3UBEH e(EKT, KOCTO
BOJHM JI0 TO-TOIAMO HAMAIABAHE HA KPBBHOTO HANATaHE OTKOJIKOTO, KO Ca MPHIOKEHH NooTAenHo. TenmMumen
[Tmoc, npHeMaH BeIHBXK JHEBHO B TePAIICBTHYHH JIO34, BOAH A0 ¢(ieKTHBHA H IUIABHA PeAYKUMA HA KPBBHOTO
HaIATaHe.

MexaHu3bM Ha AcHCTBHE
TenmucapraH € nepopanHo epekTHBeH U cneLpudeH anrnoTeH3HH 11 peuerrroped noarun 1 (AT1) 6nokep.

Toii H3MecTBa ¢ MHOTO BHCOK adpHHUTET aHrHoTeH3uH Il oT HeroBoTo MACTO Ha cpbp3BaHe B AT] peuenropHus
NOATHII, KOHTO € OTrOBOPEH 32 U3BCCTHUTE AchCTBUs HA aHrHoTeH3uH 1l. Teamucapran HMa YacTHyHA
aroHUCTHYHA aKTHBHOCT cripaMo AT, perienTopa. TeliMucapTaH ¢e CBLP3Ba CENEKTUBHO ¢ AT, peuenTopa.
CBBpP3BaHETO € NPOABDKUTENHO. TeIMUcCapTaH He NMoKa3Ba ahHHUTET KbM JAPYTH PELEITIOPH, BIUTIOMHTENHO
AT, v gpyru no-cnabo xapakrepusupaHu AT-peuenropi. PyHKIIMOHATIHATA POJA Ha TE3H PELIENTTOPH HE €
M3BECTHA, HE € H3BeCTeH H €dEeKTHT HA TAXHATA BL3MOXKHA CBPBXCTHMYIALMA OT aHTHOTeH3HH [, uuitTo HUBa
ca MOBMIICHM OT TeJIMHucapTaH. HuBaTa Ha nasMeHHs ANAOCTEPOH Ca MOHKDKABAT OT TE/IMHCApPTaH.
TenmucapTaH He HHXHOHpA YOBEIIKMA [U1a3MEH PEHMH H He 6i10kupa HOHHMTE KaHanu. TeIMHUCcapTaH He
MHXHUOMpa aHMHOTEH3MH KOHBEPTHpALINA ¢H3UM (kuHKHA3a [I) — eH3UMBT, KOHTO CBILO pa3rpaxaa

OpaankuHuna. [Topaan TOBa HE ce OMaKkBa [ja MOTeHUHMpa OpanHKHHHH-MEQHHPAHUTE HEXKCNAHH NCKAPCTBEHH
PEAKIMH.

Ilpu 3apasu nobposonuu ao3ara ot 80 mg TeMHcapTaH MOYTH M3LIO KHXHOWPA NPEeAW3BUKAHOTO OT
aHruoreHsuH Il nosHimasaHe Ha KPLBHOTO HamAraHe. MHXHOMTOPHHUSAT ¢}exT ce noaabpKa Haj 24 yaca, KaTo

BCE oule MOoxe a Obae ycraHOBeR 40 48 1yaca.

XHIpoXJIOpOTHA3HA € THA3HACH AHYpPeTHK. MeXaHU3MbT HA AHTUXWUNIEPTEH3UBHIA €(PEKT HA THASUIHHUTE
JUYPETHLM HE € HAITLJIHO M3ACHeH. THasuauTe uMar edpekt Bepxy 6u0peunure TyOy/1HH MEXAHU3MH Ha
peabcopbLua Ha eNEKTPOIHTH, KATO JUPEKTHO YBEJIMYABAT EKCKPELIMATA HR HATPHIA H XJTOP B ITPUOITH3HTENHO
eKBHBANIEHTHH KonpdecTBa. Juyperuunoro aeiicrere Ha XX T3 HaManaBa ruiasMeHua odeM, yBeHyasa
[UIa3MEHATa AKTHBHOCT HA PECHUH, YBE/IHYABA CEKPELIMATA Ha A/IOCTEPOH, ¢ MOC/IEABAIN0 YBEIHYABAHE Ha
3arybara Ha Kanuii ¥ OuxapOoHaT B ypHHATa M HAMANABA CEpYMHHMA Kanuii. BeposTHo upes Onokana Ha peHHH-
AHCMOTEH3HH-AIIOCTEPOHOBATA CHCTEMA €AHOBPEMEHHOTO NPUIOXKEHUE HAa TEIMUCAPTAH UMa TEHACHLIUA Aa
o0BLpHe 3arybaTa Ha KJIMiA, CBbp3aHa ¢ Te3n AuypeTHiH. [Ipu XX T3Hauanoto Ha auypesara e cnea 2 yaca, a
MaKCHMATHMAT €(eKT HacCTBIIBA 3a OKOJIO 4 4aca, KaTo AeHCTBHETO NpoanKaBa mpubauaurento 6-12 yaca.

DapMakoIMHAMHYHH ¢DEKTH

JleyeHHe HA €CEHIIMANHA XUNEPTOHHUS ‘
Cnen npunaraHe Ha ITbpPBATA 1032 TEJIMHCAPTaH ce HabJI01aBa NOCTENCHHO MOSBA Ha AHEHYMT
aKTHBHOCT B paMKHTe Ha 3 yaca. MakcumanHara peyKk1iMa Ha KpbBHOTO HaJAraHe {

paMkuTe Ha 4-8 ceaAMHIK C/IEe HAHANOTO HA JICUCHHETO H Ce NMOAABPXKA Upe3 MPOAT
npueMaHe Ha 103aTa aHTHXHIICPTCH3UBHHAT eeKT NePCUCTHpa NoBeye oT 24 yaca,




NocaAeIHHTE 4 Yyaca npeay CASABANIOTO NPUIOKEHHE, KAKTO NOKa3BaT aMOynaToOpHHTE U3MEPBAHMA HA
KPBbBHOTO Hajdrase. ToBa € NOTBBPACHO K OT H3MEPBAHMATA B MOMCHTA HA MAKCHMATHHA e(eKT H
HENOCPEACTBEHO NMpeaH NMpHeMa Ha CIieaBallaTa 1032 (ChbOTHOIIECHHETO MHHHMAITHH KbM MakCHMATHH
KOHLIEHTpalK € NocToaHHo Haa 80% ciiea nmpueM Ha A03H oT 40mg u 80 mg Tenmucapran npH mwiauedo

KOHTPOJIHPAHH KITHHHYHHU [TPOYYBAHHA).

[1Ipy NaifMeHTH ¢ XMIIEPTOHUS TEJIMMCAPTAH peAylHpa U CUCTONHOTO, H JHACTOIHOTO KPhBHO HandraHe, 6e3 na
NOBJIHSBa ITYJICOBATA YeCTOTA. AHTHXHIIEPTEH3UBHATA €()UKACHOCT HA TEJIMHCAPTAH € CPaBHHMA C Ta3H Ha
MPOXYKTH, IPEACTABUTE/IH HA JPYTH K/1acOBE AHTUXHNEPTCH3UBHU 1€KAPCTBEHH MPOAYKTH (YCTAHOBEHA MpH
KIMHMYHH M3MWTBAHHMA, CPABHABALIM TEIMUCAPTAH C AMJIOAKITHH, ATEHOJION, CHAANPWIT, XMAPOXJIOPOTHAZHA H
JU3UHOTIPHN).

[TIpu BHE3aIMHO NPEKRCBAHE HA JICHCHHETO ¢ TEJIMHCAPTaH KPBBHOTO HANATAHE MOCTENCHHO CE Bpbina A0
CTOMHOCTHTE NpeAM NEYSHHUETO, 32 MEPHOA OT HAKOJIKO AHU 63 AaHHH 3a pebayH[ XMIIEPTOHHYEH e(eKT.
CaydadTe Ha CyXa KAUUTHLIA Ca 3HAYUTETHO NTO-MANKO IPH NALMEHTH, TPETHPAHH C TEIMHUCApPTaH, OTKOJAKOTO
MpH TAKHBA, HA KOWTO ¢4 JABAHH HHMXHOMTOPU HA AHTHOTEHIHH KOHBEPTUPAIMA €H3HUM B KITHHHYHK

MpOYYBAaHHA, AUPCKTHO CPABHABALIM ABCTC AHTHXHIICPTCHIWBHH JICUCHHA.

KnuuuvHa epuxacHOCT H 6€30nacHOCT

Crpaeun 0 WIAKTHKA

ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial) (Texymo
rao6aHO MpoyYBaHe Ha KPalftHH TOYKH MPH NPWIOKEHHE HA TEIMHCAPTAH CAMOCTONTENHO H B KOMOMHALMA ©
paMHIIPHI) CpaBHABA ePEKTUTE HA TEJIMUCAPTAH, PAMHIIPUI ¥ KOMOHHAIIUATA OT TEJIMUCAPTAH H PAMHUTIPHIT
BBPXY ChPACHHO-CHAOBHA H3X0A npu 25620 nauueHTH HA BB3PACT 55 roMHU WIIH NMO-BL3PACTHH, C aAHAMHE3a 33
KOPOHAPHA aprepHaiHa Oonect, MHCYAT, npexo/eH Hcxemudna ataka (TIA), nepudepHa aprepuanHa Gonecr
WIH 3axapeH auaber THN 2, NpUApPYXKEH OT AaHHH 38 YBPeXXAaHE Ha KpalHWTe opraHu (Hanp. peTHHONATH,
XHnepTpodus Ha ABATA KAMEpa, MAKPO- WM MUKPOATOYMHHYPHSA), KOMTO Ca MOIYJalHs ¢ pUCK OT ChbpACYHO-
CBhIOBH CHOHTHA.

[TaienTHTE Ca paHIOMH3MPAHU B €[IHA OT C/IEJHHTE TPH rPyNH Ha ne4deHue: Tenmucaprand 80 mg (n= 8542),
pamunipi 10 mg (n=8576) wiu xomOGunaimaTa ot renmucapran 80 mg mwmoc pamunpwuwn 10 mg (n= 8502) u ca
POCIIEACHH 32 NIEPHO CPEAHO OT 4,5 roauHHU.

Tenmucapran nokazsa nogobeH Ha paMunpun edexr 3a HAaMaNABaHE HA MbPBMYHATA KOMOUHMpaHa KpaitHa
TOYKA OT ChbPACYHO-CHAOBA CMBPT, HeaTaneH MHOKAPACH HHMAPKT, HEPATANICH HHCYJIT HIH XOCITHTATH3ALIAA
NnopanH 3acToiHA ChpjieHa HEAOCTATHYHOCT. YecToTaTa Ha ITbPBUYHATA KpaliHa TOMKA € CXOAHA B IPYIMTE Ha
tenmucaprad (16,7%) u pamunpun (16,5 %). KoepuumeHTsT Ha pHCK 38 TEIMHUCAPTAH CIPAMO PAMUIIPHI €
1,01 (97,5% U 0,93-1,10; p (e no-nowa epuxacHoct) = 0,0019 mpu rpanuua 1,13). [NpoueHTsT Ha cy4auTe
H8 CMBPTHOCT NOPAAHM KAKBATO U /12 € NPHUMHA € cbOoTBeTHO 11,6% H 11,8% cpen naLmenTHTe, 1€KYBaHH C
TEAMHCAPTAH M PAMHIIPUIL.

YCTRHOBEHO €, Ue TeJIMHCAPTAH HMa eeKTHBHOCT, NoA06Ha Ha PAMUIIPHI NPU NPEeABAPUTENIHO ONpeAcsIcHa
BTOPHYHA KpalHa TOYKa Ha ChPJAEYHO-ChAOBA CMBPT, He(aTaieH MHOKapeH HHGAapKT H He(aTaneH HHCYIT
[0,99 (97,5% JIU 0,90-1,08), p (e no-noiua epuxacHoct) = 0,0004], nupeuuHaTa kpaiiHa Touka B
pedepentHoTO MpoyuBaHe HOPE (The Heart Outcomes Prevention Evaluation Study) (IIpoyusaHe 3a oueHka
Ha ChpACYHUA U3X0/ NPH NPoPHIAKTHKA), KOSTO NPOy4Ba e(ekTa Ha paMuIipi1 cnpsMo riaueto.

[Ipoyusanero TRANSCEND panpomu3upa naieHTH ¢ HemoHOCHMOCT KbM ACE-HHXHOHTOPH CbC CXOHH
KpUTEepHH 3a BouBaHe Kkato npoyusaHeTo ONTARGET, na renmucapran 80 mg (n—2954) WIH maueﬁo
(n=2972), v xBaTa ce npuiaraT B JOITLJIHCHHE KbM CTaHAapTHHTE rpku. CpeaHaTa S '
npocneasBare e 4 roguHu 4 8 Mecena. He ce yctanoBaBa CTATHCTHYECKH 3HAYHMA P
MBpPBHYHATA KOMOMHHpaHa KpaitHa To4YKka (CbpAEC4YHO-ChA0BA CMBPT, He(aTalcH MH
HedaTaneH HHCYNT WIH XOCIHTAH3ALMA NOPaaH 3acToHa ChpAcUHA HEAOCTATH
tenmucaptaH u 17,0% B rpynara Ha wiaue6o ¢ koeduuneHT Ha puck 0,92 (95%
JaHHH 38 NO/13a HA TEJIMHCAPTAH B CPaBHEHHE ¢ IUIALED0 MPH MPEIBAPHTETHO O




KOMOHHHpaHa KpaliHa TOUXa Ha ChPAEMHO-CH0BA CMBPT, HehaTaleH MHOKapACH HHGApKT U HedaTareH
uHcyat [0,87 (95% AU 0,76-1,00; p=0,048)]. Hama nanHK 3a non3a IpH CbPASYHO-CHAOBATA CMBPTHOCT
(xoeduimenT Ha puck 1,03, 95% AU 0,85-1,24).

Kauinuia n asroenemM ce ¢podiasar no-psaako rnpy NalMeHTH, JIEKYBaHH ¢ TEJIMUCAPTAH, OTKOJIKOTO IIPH
AALMEHTH, JEKYBAHH C PAMMIIPIWI, AOKATO XHIIOTOHUA ce CbOO11iaBa Mo-4eCTo MpH TEIMHCApTaH.

KoMOuHMpaHETO Ha TEJIMHCAPTaH C PAMHIIPH HE YREJIMUABA NOJI3ATa CIIPAMO PAMMIIPHIT HITH TECIIMHCAPTaH,
NPUIOKEHH CAMOCTOSTENHO. ChpACTHO-CHAOBATA CMBPTHOCT H CMBPTHOCTTA NOPAAM KAKBATO H 1A € MPHYHHA
ca YMCJICHO TIO-BHCOKH IMPH KOMOMHaimaTa. B fonmbiiHeHHe, HMa 3HAYHTEITHO MO-BUCOKA YECTOTa Ha
Xunepkanemus, Op0peuHa HEAOCTATLYHOCT, XMIIOTOHMA M CHHKON B rpynarta ¢ komOuHaumaTa. Ilopaau tasu
NPHYMKA, €JHOBPEMEHHATA YIoTpeba Ha TeJIMUCApPTaH M PAMHIIPHII HE CE ITPENophYBa NPH Ta3d MOMyNaluMA.

B npoyusauero ,,CxeMa 3a npeBeHLMs 3a edeKTHBHO M30ArBaHe Ha IMOBTOPHU HHCYITH . (,,Prevention Regimen
For Effectively avoiding Second Strokes*, PRoFESS) npu naunenTu Ha Bp3pact 50 ¥ noeede roguHH, KOMTO ca
npeKapaid HACKOPO HHCYAT, ¢ 3a0eia3Ba NOBUIIIEHA YE€CTOTR HA CENICHC IPU TEIMHCAPTAH B CPABHEHHE C
rutane6o, 0,70% cnpamo 0,49% [Koeduiment Ha pucka 1,43 (95% noeepurenen unrepsain 1,00 — 2,06)];
3¥eCTOTaTa Ha CiTydauTe ¢ QaTalcH CENCHC HapacTea MpH NalLMEHTHTE, MpueMainy tenMucapran (0,33%) cripamo
naieHTHTe Ha raueto (0,16%) [Koeduument Ha pucka 2,07 (95% noeepurenex uurepsan 1,14 —3,76)].
HabmoaasaHaTa NnoBHIIEHA YeCTOTa Ha CelCHC BbB BpPb3Ka ¢ ynoTpedara Ha TeJIMHCAPTAH MOXKE fa € CiTydaifHa
HaAXOAK& HWIH Ja € CBbp3aHa ¢ MEXaHW3bM, KOWUTO 3acera € Herno3Har.

JlBe roneMu panaomMusdpaHy kouTponupanu npoyuBanusa - ONTARGET (Ongoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial) (Texyio rnobanno uanureaHe 3a KpaiHU TOYKH Ha
TeIMHACApPTaH, CAaMOCTOATENHO H B koMOuHaima ¢ pamunpii) 1 VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes) (KinHu4uHO MpoyuBaHe CBLP3aHO C pa3BUTHE Ha HedponaTHA NpH Auader, mMpOBEACHO
oT MHHHCTEPCTBO 110 BBIPOCHTE Ha BeTEpaHHTE) Mpoy4BaT yriorpedara Ha KomOuHanusaTa ot ACE-uHxuburop
1 aHrHoTeH3HH Il penenTopeH 6:0kep.

ONTARGET e npoyusase, [IpOBEIEHO IIPH NALMEHTH ¢ AHAMHE3A 3a ChPACYHO-ChA0BA WM MO3BYHO-CHAOBA
Gonecr, win 3axapex auaber THN 2, npuapyKeHH ¢ JaHHU 3a YBpexaaHe Ha edekTopHu opraHH. 3a no-
noApoOHa HHPOPMALIMA BIKTE NMO-rope noa3ariasuero ,,CopaeuHo-ChbA0Ba NPogHIaKTHKa™.

VA NEPHRON-D e npoyuBaHe npH nauMeHTH Che 3aXapeH auaber Tun 2 4 quaberHa HepponaTus.

Te3u npoyuBaHus He NMOKA3BAT 3HAYUM OJIaronpHATEH €EKT BbpXy OLOpeYHHTE H/HIH CHPAEUHO-CHAOBHTE
MOCAEAHLIH ¥ CMBPTHOCT, KATO CHIIEBPEMEHHO ¢a Ha0/II0aBaHU [NOBUIIEH PHCK OT XUIEPKATHEMHS, OCTPO
yBpexaaHe Ha On0peluTe W/WIH XHITOTOHKA B CpaBHeHHe ¢ MOHOTEpanuaTa. Karo ¢e HMar npeaBu CXOQHHUTE
UM PapMaKoAUHAMHYHM CBONCTBA, TE€3M PE3y/ITATH Ca NPWIOKHUMH H 3a Apyrd ACE-uHxuburopu
aHruoTeH3uH 11 peuenTopHH 610KepH.

ACE-unxuburopn u aHrnoreH3un Il penerrropau 61okepu cneaosarenHo He TpaOBa na ce W3INOJI3BAT

eAHOBPEMEHHO MPH MaLMeHTH ¢ AuabeTHa HedponaTHA.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
(Knuununo mpoyusaHe, NPOBEASHO ¢ ATHCKHPEH MPH NALMCHTH CLC 3axapeH QHabeT THN 2 ¢ U3NO/I3BaHEe HA
CBHPAEYHO-CHAOBH H OBOpeunHH 3a6on9BaHHA KATO KpalfHU TOUKH) € MpOy4YBaHe, NPEeAHAZHAYCHO Aa H3C/IeABa
noyI3ara ot A00aBAHETO HA ATHCKHpeH KbM craHapTHa Tepanus ¢ ACE-nrxuburop win anrnoreHsuH I
peLienTopeH 010Kep MpH NALMEHTH Che 3axapeH auabder Tun 2 1 xponugHo 6wO6pedHo 3abonapane, CopaeHHO-
CBAOBO 3a00/1BaHe WIH H JiBeTe. [IpOyUBaHETO € NPEKPAaTEHO MPEKAEBPEMEHHO NOPAJH FOBHIIEH PHUCK OT
HeOnaronpuaTHn nocsxeauuM. Kakro cbpaedHO-ChAORATAa CMBPT, TAKA M MHCYJTHT Ca MO-Y€CTH B rpynara Ha
ATHCKHPEH, OTKOJIKOTO B rpynara Ha ruianebo, a npeAcTaRIsBalHTe HHTEpEC HEXKETaHH CHOMTHA M CEPHO3HU
HEXENaHH CLOMTHA (XHNepKATHEMHS, XHIOTOHUS # OBOpeyuHa AUChYHKIMA) ce ChoD1IaBaT
HA AJIKCKHPEH, OTKOJIKOTO B rpynara Ha mauebo. .

EnvaeMUoOraiHy NPOYYBAHHA MOKA3BAT, Y€ NPOJAB/DKHTEIHOTO JICUCHHE ¢ XHAPO
PHCKA OT CHPACYHO-ChA0BA CMBPTHOCT K 3a001€BaEMOCT.




KbM MOMeHTa edeKTHTE Ha PUKCHpaHAaTa 03082 KOMOHHAIIMS TEJIMUCAPTAH/ XHAPOXIOPOTHASKHA BHPXY
CMBPTHOCTTA H ChPACYHO-CBH/IOBATA 3200/1€BAEMOCT HE C&8 H3BECTHH.

HemenaHoMeH paK Ha koxaTa: Bb3 oCHOBa Ha HAIMYHHTE AAHHH OT €MHACMHOJIOTHYHH ITPOYYBAHNA €
Habmogasana 3aBHCHMA OT KyMyJIaTHBHaTa 1038 Bpb3ka Mexay XXT3 u HMPK. Eano npoyusase BKIto4Ba
nomynawus, cecroawa ce ot 71 533 cmyvau Ha BKK u 8 629 cmyyau na CKK, # nomynaims ot ceorBeTso 1 430
833 1 172 462 noaxopaamy kouTpons. Bucokara ynorpeba Ha XXT3 (kymynatusHo >50 000 mg) e cBLp3aHa ¢
xopurupas OR 1,29 (95% JAN: 1,23-1,35) 3a BKK u 3,98 (95% AU: 3,68-4,31) 3a CKK. Habmonasana ¢ scHa
BpB3Ka KyMyJNaTHBHA J103a-0TToBOp KakTo 3a BKK, Taka # 3a CKK. J[pyro npoyusaHe noka3sa Bb3MOXHA
BpB3ka Mexkay paka Ha ycTHUTe (CKK) u excnozunuara H8 XXT3: 3a 633 ciayuau Ha pak Ha YCTHHTE €
noaGpaHa nomynaug or 63 067 noaxoaqlH KOHTPOIH, KATO C€ M3MO0JI3Ba CTPaTerys 3a B3eMaHe Ha npobu,
ornpefeneHa oT pucka. JIeMOHCTpHUpaHa € Bpb3Ka KyMylaTHBHA [03a-0TroBop ¢ kopurupat OR 2,1 (95% JIH:
1,7-2,6), Hapactaaiy go OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BUCOKaTa kKyMmynaTtueHa go3a (~ 100 000 mg) (sxk. chino Touka 4.4).

[leanaTpUyHa NOMYNALIHA
Erponeiickara areHLHA 1O JiekapcTBaTa OcB0D0K1aBa OT 3ABIDKEHHETO 3a MPSAOCTABAHE HA PE3YIITATHTE OT

npoy4yBaHUATa ¢ TeMucapTal/ XX T3 BBB BCHYKH NOArPYNH HA MEAHATPHYHATA IOMYAUMA IIPH XHIEPTOHHUA
(BX. TOqKA 4.2 32 HH(pOpMALME OTHOCHO yTioTpeOa B feAHATpHATA),

5.2 PapMaKkoOKAHETRYHHE CBONCTBA

EnHoBpeMeHHOTO npriioxeHue Ha XXT3 u TenMucapran npH 3aApaBH 106pOBOILM BEPOATHO HE MPOMEHS
¢dhapMaKOKHHETHKATA HA KOSATO H J1a € OT ChCTABKHTE.

Abcopbuus

Tenmucapras: [InkoBHTE KOHIICHTPALMM HA TSMHCAPTAH ce MocTUraTt B paMkHre Ha 0,5 — 1,5 yaca cnea
nepopaneH npHeM. AbcomorHaTra GHOHATHYHOCT Ha TeIMucapTaH B 034 40 mg U 160 mg e crorBeTHO 42% M
58%. XpaHara neko CHIDKABA OHOHAIMYHOCTTA HA TEIMUCAPTAH, KAaTO peAyKLMATa Ha 00acTTa NojA KpHBaTa
nasmMeHa KoHueHaTpauus-speme (AUC) Ha TenmucapraH € o okoio 6% npu ao3a 40 mg u okono 19% npu
no3a 160 mg. Tpu yaca cnea npuioxxeHUe IUIa3MEHHTE KOHLICHTPALIMH ca roJoOHH, He3aBUCHMO JajlH
TEIMMCAPTAH € TIPHJIOXKEH Ha riaaHo wiM ¢ xpaHa. He ce odaksa cnabara pexyxkumsa 8 AUC na mpeaussuxa
HaMalABaHe Ha TeparnepTH4HaTa ¢OUKACHOCT. TenMuUcapTaH He KyMy./THpa 3HAYMTEIHO B IUIa3MaTta IIpH

I[TOBTOPHO IIPHIOXKCHHAC.

Xuapoxnopornasu: [IMKOBHTE KOHLUEHTPALMHY Ha XMAPOXJIOPOTHASHA CE€ MOCTHUIAT B PAMKHTE Ha
npubnusurento 1,0 — 3,0 yaca cnex nepopaneH npruem Ha PukcHpaHaTa Jo30Ba koMOMHauuA. AGcomoTHaTa
OHOHATMYHOCT, 0a3MpaHa Ha KyMyJIaTHBHATA peHanHa exckpeuus Ha XXT3, e okono 60%.

PasnpeneneHue

TenmucapTaH ce CBbp3Ba B ro/iiMa CTENEH ¢ IUIa3MeHHTe npoTenHH (>>99,5%), rnasno ¢ anbymun u andal
kucen rnukonporedH. Cpenuust obeMm Ha pasnpeneiieHHe Ha TenMHcapraH € okono 500 L, koero noka3pa
IOIMBJIHMUTEIHO CBLP3BAHE C THKAHUTE.

Xuapoxnoporuasua ce cebp3sa B 64% c nyazMeHHTe NPOTEHHH K HEroBUST 0beM Ha pasnpeaenenue e 0,8+0,3
L/kg

bu opM

Tesmucapran ce MmeraGonuaupa 4pes KoHIorauus, Kato odpasysa GapMaKkoJIOrHHO HEAKTHBCH
ALMITIIIOKOPYHUA. [ MOKOPYHHUABT HA OCHOBHOTO BEHIECTBO € CAMHCTBEHUNT MeTabOIHT, memmbuuupaﬂ NpH
yoBeka. Cnen eqHOKpaTHa 1034 Oens3aH ¢ pagMoakTHBeH Buriiepo] *C renmucapran rnokopys ~

P450 naMar yuacTue B MeTabosiu3zMa Ha TEIMHCAPTaH.
Xuapox1opoTHasua He ce Metabonusupa npu xopa.

EauMUHUpaHE




Tenmucapran: Kakro ciiel HHTPaBEHO3HO, TAKA H CJIEA NIEPOPATTHO MprIOkKeHHe Ha *C-Gens3aH TenMucapras,
Mo-rojigMaTa 4acT OT npuerara ao3a (>97%) ce enMHHHpa ¢ M3TpaXHEHUATa uypea buinapna exckpeuus. B
YpHHATA Ce OTKPHBAT CAMO HE3HAYMTEJIHH KONWYECTBA. TOTATHHAT IVIa3MEH KIMPBHC Ha TEJIMMCAPTAH clel
nepopanHo npuinoxenue € >1500 ml/min. TepmunanuuaT nNOMyXUBOT Ha eTMMUHMpaHe € noBeye ot 20 uaca.
XuapoxnopoTHa3H ¢e eKCKpeTHpa U3LIAIo HelmpoMeHeH ¢ ypHHaTa. Okono 60% ot nepopanHaTa 103a ce
eJIHMMHHHpa HeMpoMeHeHa A0 48 yaca. brOpeuHusaT kiHpbHE € 0koo 250 — 300 ml/min. TepMunamHusT
MOMYKHMBOT Ha enuMuHHpaHe € 10 — 15 gaca.

JINHEHHOCT/HENUHEHHOCT

Tenmucapran: PapMaKOKHHETHKATA HA OPATHO MPHWIOKECHHUA TEIIMHCApTaH € HeIWHeHa B 03U ot 20-160 mg,
C MO-TOJIAMO OT MPONOPLMOHATHOTO MOBHINCHME Ha IUIa3MeHHTe kOoHIeHTpauuH (Cmax u AUC) npu
NOBHINABAHE HA JO3HTE,

TenmucapraH He ce aKyMysiHpa B 3aHUMTENHA CTEINEH B IUIA3MATA NPH ITOBTAPALLO CE IPHIIOKEHKE
XuapoxsiopoTHasHa 1oka3pa JHHeHHa papMaKOKHHETHKA.

Dapmaxoxuremuxa npu Cneyuaniu nonyrayuu

Crapuecka Bu3pacT
QapMaKOKHHETHKATA HA TEJIMUCAPTAH He Ce pa3jidvaBa MEXKIY MaltHEHTH B HanpeAHana Bb3PAcT H Io-M1aaH
MaIHEHTH.

on

I[Tpu xeHH Mna3MeHUTe KOHLEHTPALMH Ha TeIMHCapTaH OOHKHOBEHO ca 2 — 3 IThTH NO-BHCOKH, OTKOAKOTO NpU
MBbXKe. B KnununvTe npoyuBaHus obaye NpH XKeHH He ce HabMoAaBaT 3HaAYMMO YBEITHYEH OTTOBROp Ha
KPBhBHOTO HAIAraHe WM 4ECTOTaTa Ha OoprocTaTHYHa XunotoHuda. He ce Hanara npeum3supane Ha nosata. [Ipu
*KEHH MMa TeHJEHLIMA KbM [0-BHCOKH NNa3MEHH HHBa HA XWAPOXJIOPOTHA3HA, OTKOJIKOTO ITPH MbXe. ToBa
obaue He ce cuuTa 3a KITHHMYHO 3HAYHMO.

bu0petiio yBpexaase
[To-HKCKH Ia3MeHH KOHUICHTPALMH ca HabmioAaBaHH NpH NauHeHTH ¢ 6p0pevHa HeAOCTATEYHOCT, NOAJIOKEHH

Ha AMaIn3a. TeIMHCAPTaH ¢e CBBbP3Ba BbB BUCOKA CTENEH C IUIa3MEHUTE MMPOTEHHN NPH nauueHTH ¢ Op6peuna
HEAOCTATHYHOCT H HE MOXKe Jia OBbie OTCTpaHeH upe3 Auanu3a. ENTHMHHALMOHHHAT NOMY>XXUBOT HE c€ NIPOMEHA
NpH nalMeHTH ¢ 6EOpeUHo yBpexaaHe.

[Tpyu naumeHTH ¢ HapyweHHn 6b6peunn pyHKUMH cTenexnTa Ha enUMHHMpaHe Ha XX T3 € peayuupana. B eano
THIIMYHO NPOYYBAHE, BKIIOYBAIIO MAlIMEHTH ChC CPEAeH KPEaTUHMHOB KIMpBHC 90 ml/min, nomyuBOTHT Ha
enumuHupane Ha X XT3 ¢ 6mun ypenuuen. [Ipy pyHKLMOHANHO aHEPPUIHH NMALMEHTH NOIYHHBOTET Ha
eNIAMHUHUPAHE € 0KO0J10 34 yaca.

YepHoapo6Ho yBpexaaHe
PapMaKOKMHETHYHH MMPOYYBaHHUA NPH MAIMEHTH ¢ YepHOAPOOHO yBpexaaHe 1oKa3BaT MIOBHIIIABAHE Ha
abcomoTrHara OHOHANHYHOCT 10 nouTH 100%. Ilpu maupmeHTH ¢ YepHOAPOOHO yBpeXXAaHE MONYXKHBOTHT Ha

eNTHMHHHUPAHE He € [IPOMEHCH.

53 IIpeaxnrBER9RA fanHEy 38 6e3onmacHOCT

[Tpy nmpeAKNTHHUYHH NMPOYYBAHUA 3a 6€30MaCHOCT ¢ €AHOBPEMEHHO NpuiIckKeHHe Ha TenMucapral U XXT3 npu
HOPMOTEH3HBHH TUTHXOBE U Ky4eTa, 1034, CPABHHMH C T€3H B KIIHHHYHUA TEPAllCBTHYEH AHAIIA30H He
NpeaU3BHKBAT ePEKTH, pa3IN4HH OT HAOIFOJaBaAHHUTE NPH CAMOCTOATEIIHOTO NPUIOKEHHE Ha JIBETE BEILECTRA.
HabmonapaHiTe TOKCHKOJIOTHYHH MMPOMEHM BEPOSTHO HAMAT OTHOLIEHHE KbM Hanonsme'r?;fr&,wﬁ '
TeNMHCAPTaH/ XHAPOXJAOPOTHA3KA 38 TEPANeBTHYHH LIETH [TPH YOBEKA.

TOKCHKOIOrHYHUTE HAXOAKH, A00pE MO3HATH OT NPENIIMHHYHHTE MTPOYYBAHKA HA
AHMMOTEH3WH KOHBEPTUPALIIKA eH3UM H Oitokepn Ha aHrnoTeH3uH Il penentopure ca: Ha
NapaMeTPUTE HA YEPBEHHTE KPHBHH KIIETKH (€PUTPOLMTH, XeMOrnoOUH, XeMaTOKPHT),
XeMOAHHAMHMKa (NOBHIIEHO HUBO HA yped H KPeATUHHH B KPbBTA), NOBHILEHA AKTUBHOCT \iu;%aw Pﬁ‘-{ﬁ‘ /
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xuneprpodus/XunepUiasid Ha IOKCTarIOMEpy/IapHUTE KJICTKH M YBpeXAaHe Ha CTOMALIHATA JIMTaBHLA.
CroMalHHUTE N1e3MH MoraT Aa ObJaT npesoTBpaTeHy/orpaHu4eHH upe3 nepopatHo 1obapsaHe HA GUIHONOTrHYECH

pa3TBOP M rPYTIOBH XHUIMIIa 3a XHBoTHHUTE. [Ipn Kyuera ca HabmoaasanM 6uOpeuna TyOynapHa aunaraums v
arpodus. Cunra ce, 9 TE€3H HAXOAKH Ce Ah/DKAT Ha GapMakoJOrMuHaTa aKTHBHOCT Ha TEJIMHCApPTaH.
He ca Habnmionasasi epeKTH Ha TENMMUCAPTAH BBPXY MBKKHA HIH XXEHCKHA PEepTHIIHTET.

HaMa sicHM JAaHHHM 34 TepaToreHeH eekT, BHIPEKH TOBA NP TOKCHYHH AO30BH HMBA HA TEIMHCApTaH €
HaOmozaaBaH eexT BpPXY MOCTHATATHOTO PA3BHUTHE HA MOTOMCTBOTO, KATO MO-HUCKO TEJIECHO TETNIO U
3a06aBeHO OTRapAHe Ha oumTe. Hima nokasarencrsa 3a MyTareHHOCT M ChOTBETHA KJIACTON€HHA AKTHBHOCT Ha
TEJIMMCAPTAH IPH H3NUTBAHKA in Vifro U KAPUMHONEHHOCT NPH MUTbXoBe ¥ MUIUKH. [IpoyusannsaTa ¢ XXT3
JAABAT HECUT'YPHH JAHHM 38 N€HOTOKCHYHOCT WIM KApUHMHOTCHHH €eKTH TIPH HAKOH €KCNIEPHMEHTATHH MOJEIH.
3a PeTOTOKCHUHMS MOTeHLMAN HA KOMOHHALMATA TEIMUCAPTAH/XHAPOXIIOPOTHA3H] BIDKTE TOUKA 4.6.

6. OAPMAINEBTUYHH JAHHHU

6.1 Corchk HR IOMOINHAETE BeMEeCcTBA

Manwuron (E421)

[Hosumon K25 (E1201)

Kpocnoeuaon (E1202)

Marnesues creapar (E572)

MersryMuH

Hatpues xuapokcun (E524)

JlakT03a MOHOXHpAT

Muxkpokpuctanta nenyrosa (E460)

XunpoMesnosa (XMAPOKCH-NPONWIMeTWILEeTy103a) (E464)
Harpuer HHILIeCTEH rMUKONAT OT KapTrodw (T A)
YepaeH xxeneseH okcug (E172)

6.2 HechBMEeCTHMOCTH

Henpuioxumo.

6.3 Cpox na ronsoct

3 roguHM

6.4 Cnenmaanm ycj0BHS HA ChXpPAHEHHE

To3u nexapcTBeH MPOAYKT HE H3UCKBA CNELMATTHI TEMITEPATYPHH YCIOBHA 38 CbXPaHEHHE.
Jla ce cpXpaHsiBa B OpHIrdHa/HaTa ONMAKOBKA, 3a J1a Ce MpeAra3M OT Bjlara H CBETIIHHA.

6.5 J{anHE 32 ONAKOBKATA
Tenmucatpan XyuapoxnopoTHasuj TablieTku ca OfakoBaHU B ATYMHUHHA/anyMUHHH O/IHCTEpH.

Onaxosxu: bimmcrep cue 7, 10,14, 28, 28x1, 30, 30x1, 50, 56, 84 , 90,90x1, 98,100, 112, 126, 140,
154,168,182,196 Tabnertky.

) ,,‘,.;,,.:; @Hﬁné“‘“
He BcHuKH BHAOBE OTIAKOBKYM MoraT zia 6baar mycHaTH B npoaaxoda. ‘;,// hﬁ%
,r'{f L'JR:/ th‘ | \ZS']
: g © 4 \
6.6 CpoenmajnHE npeANa3HH MEPKH NPH RIXBLP/ASHE s, NS
( L R
\.I.l ‘_L' . - r 'f - |
Hsma cnenmanHy H3MCKBaHHS. X f:;;f,}\. Y SN
‘\1 Lﬂ::,- 1". o "‘,-'J q'.-t:':- i"rfi';
e AN .
N ;.ﬁ'rf'rbﬁfi:z-/"
H""h: ."--.1. .....-.-.- e 0




HeH3non3BaHUAT JIEKAPCTBEH MPOAYKT WIH OTNIANLYHHTE MATEPHaIH OT Hero TpAbBa 1a ce HIXBhPJHT B
ChOTBETCTBHUE ¢ MECTHHTE H3UCKBAHHA.

7. IPATEXATEJI HA PASPENNIEHHMETO 3A YIIOTPEBA
CODAPMA A/l

yn. UnueHcko moce 16,
1220 Codusa, bpnrapus

8. HOMEP(A) HA PASPENIEHMETO 3A YIIOTPEBA

Perucrpanmonen No: 20130288

9. HAATA HA ITHPBO PASPEINABAHE/NOMHOBABAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

Jarta Ha nbpBO paspetuasane: 01.10.2013

JlaTa Ha mepBO noaHoBaBaHe: 04.07.2019

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Mait 2025

[MonpobHa uupopmMalms 3a TOBA JIEKApCTBO € npeaocTascHa Ha yeb caira Ha [logpobna muopmaLmsa 3a

TOBA JIEKAPCTBO € MpegocTaBeHa Ha yeb caifta Ha M3mpnuuTenHa areHuma no nexkapcrsara, yefGcai:
www.bda.bg.




