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Tpureiic Imoc 5 mg / 25 mg TabneTku Banng:
Tritace Plus 5 mg / 25 mg tablets aapeisHe Ne 32
somame.. 6 33TY , 17 -08- 1013
| Ogobpenye e s ],
2. KAYECTBEH H KOJIHYECTBEH CbhCTAB = e

Beska TabaeTka ¢happaka 5 mg paMHIIpII M 25 mg xuapoxnoporHasua (5 mg ramipril /25 mg
hydrochlorothiazide)

3a ITBJIHUA CIIMCHK HA [TOMONIHHTE BENECTBA, BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabmeTku 5 mg/25 mg

benu no nourH Henu npoasaroBaTH Tabnetku ¢ pazmepu 10 X 5,6 mm ¢ feHTeNHA Y€pTa, TPaBUPaHH
oT aeeTe crpaau ¢ HNW u moroto Ha kommanusata. Tabnerkara moke Aa Ob/I€ pas/ienicHa Ha paBHU
JO3H.

4. K/JIUMHHYHH JAHHH

4.1 TepaneBrnuan noKazanus

JleyeHue Ha XHUEPTOHMA

KoMOuHanusTa ¢ pUKCHpaHH IO3H € MoKa3aHa Mpy MauMeHTH, YHeTO KPBBHO HAJIATaHE HE €
OOCTATBUYHO J00pe KOHTPOJMPAHO [IPU CAMOCTOATEIIHOTO NPUIAraHe Ha paMHITPIIL MITH
XHAPOXIOPOTHAZH.

4.2 0o3HpOBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBka

[Ipenoprusa ce Tputeiic [Tnroc 1a 6b1e NpHeMaH BeAHBX AHEBHO, 110 €0HO H CHIIO BPeMe BCCKH JIEH,
OOUKHOBEHO CYTPHH.

Tt KaTo MpreMa Ha XpaHa He poMeHs OHoHanWuUHOCTTA MYy, [puteiic Ilmroc Moke xa Obe mpyHeMaH
Ope/Id, [0 BPEME Ha HWIH cJie/] XpaHeHe (BX. ToYKa 5.2).

Tpureiic Ilmoc Tpabea aa ce norneia ¢ TeunocT. He Tpadra qa ce gpBUe WK pa3TpoIIaBa.

Bv3pacmnu
Jlozara TpsabBa ga ObJe HHAMBHAYAIM3HpPaHA cropen npodia Ha nauveHTa (Bxk. To9ka 4.4) n
KOHTPOJIA HA KPBBHOTO HandraHe. [Ipuiaradero Ha pUKCHpaHATa KOMOHWHALIAA OT paMUIIPHI H

XHIPpOXJIOopOoTHA3nu A OOHKHOBEHO ce MpEenopbyBa Cjicd TUTPAPAHE Ha 103414 € CAHH OT OTACJITHHTC
KOMITOHCHTH.

Tpureiic [Intoc Tpabea na 6 3aN0UBaH ¢ HAll-HHCKATA BB3MOKHA J103a. AKO € HEODXOHMO, H034aTa




{ neyuainu nONYIAYLY

Hayuenmu, nexysanu ¢ owypemuyu

IIpy mauHeHTH, eTHOBPEMEHHO JISKYBAHM ¢ MY PETHULIM, C& NPENOpHUBA [IOBUINEHO BHHMaHHUE, THH
KaTO MOXE J1a BB3HUKHE XUTIOTOHHS CJIe] 3an0uBaHe Ha nedyenuero. TpsaOea na ce UMa npeaBu
HaMaJIIBaHe Ha 103aTa HA UYPETHKA WIH CIIHPAHETO MY, IMMPEIX 3aM0YBaHE Ha JicueHue ¢ IpureHc

[Imroc.

AKO CIIMPAHETO HE € Bb3MOXKHO, C& MPENoprYBa J€YSHHUETO A Obae 3ar04yHaTo ¢ Hal-HHCKATa
BBE3MOXHA 103a pamMunpui (1,25 mg nuepno) 0e3 aa e B koMOuHanus. Ilpenopeusa ce B NoCIenCTBHE
a ce IPeMHHE KbM IThPBOHAUATHA JHEBHA 4034 OT He MoBede OT 2,5 mg paMunpin /12,5 mg
XHAPOXJIOPOTHA3HL.

Ilayuenmu ¢ 6vbpeuno yapexcoane

Tpurenic I1roc e npoTUBONOKa3aH NIPpHA TexXKo OBOPEUHO YBpeXIaHe, MOpaaH XUIpPOXJIOPOTHA3HIHATA
KOMIIOHEHTA (KPEAaTUHWHOB KIHPBHC < 30ml/min) (Bxk. Touka 4.3)

[TaumenTH ¢ HapyieHne Ha OpOpedHaTa (hYHKIMA MOTAT Ja W3UCKBAT HaManeHu 1034 Tpureic [hmoc.
IIauyeHTH ¢ HHBA Ha KPEaTHHHHOB KIMPEHC MexX Ty 30 1 60 ml/min morat 1a 6b4aT IEKyBaHH CaMO ¢
HaH-HACKHTE JO3H Ha (PUKCHpAHATa KOMOHMHALHS PaMHUIIPHIT H XWIPOXIJIOPOTHA3H], CIICH
CaMOCTOATENHO NpPHWIAraHe Ha paMunpwil. MakcHMaTHATE JOMYCTHMH JO3H ca 5 Mg paMHIIPH U

25 mg XUAPOXIIOPOTHAZH THEBHO.

[Tayuenmu ¢ ueproOpobHo yepedcoane

[Ipn manveHTH ¢ JIeKO J0 YMEpPEeHO YePHOAPOoOHO YBpekaaHe, neuenueTo ¢ Tpureic [ltoc Tpadea aa
ObJe 3aN04HATO CaMO MO CTPUKTHO MEAMIIUMHCKO HAOMIOACHHE H MAKCUMANHHTE JHEBHY 103U Ca

2,5 mg paMHIpHI | 12,5 mg XHApOXJIOPOTHAZHIL.

Tpureiic IL11oc € npoTHRONOKA3aH IPH TEAKKO YepHOAPOOHO yapekaaHe (Bxk. Touka 4.3).

Bw3pacmnu nayuenmu
Haganuure 1031 TpsaOBa 1a ObIaT NMO-HUCKM M [IOCIEIBAIIIOTO TUTPHpaHe Ha 103aTa TpAOBa 1a 0bae

no-0aBHO, OPAH [IO-FOIAMATA BE3MOKHOCT OT HEXKENAHH PeaKIiH, 0COOSHO MPH MHOTO BE3PACTHH
H HEMOIIHH NAIHEeHTH.

lecuampuuna nonynayus
Tpuretic [lnroc He ce npemoppyBa 3a yroTpeba MpM aela M ©HOHH 10 18 rojuny, nopaiu
HeJOCTAThYHU JAHHU 3a OE30IMaCHOCT H e(hMKACHOCT.

Ha4yuH Ha NpUIIOKCHUE

IlepopanHo npyuaomKeHHe.

4.3 IIpornBomoxazanus

- CBpEXUYBCTRUTENHOCT KbM aKTHBHOTO BelllecTBO WM KbM Apyr ACE uaxuOuTOp (MHXUOUTOP Ha
AHTHOTEH3HH KOHBEPTHPALIUA SH3UM), XUIPOXIOPOTHAZHUI, NPYT THASHACH AHYPETHK, CYIQOHAMHEIH
WK HIKOE OT NOMOIHHTE BEIECTRBA TIOCOUEHH B TOuKa 6.1).

- AHaMHe3a 3a aHruoeaeM (HAC/IeACTBEH, HAHOMATHYEH WK BeaencTeHe eueHue ¢ ACE uaxudburtopu
Hiu anrHoTeHsuH 1l penenropun antaronncts (AIIRAs))

- EaHOBpeMeHHA Teparnis cbe cakyOuTpw1 / BancaptaH (BXK. ToukH 4.4 1 4.5).

- ExcTpakopnopanHo nevyeHue, BOAeulo O KOHTAKT Ha KPBBTA ¢ OTPHLIATEHO 3ape/ie
{BXk. TOUKa 4.5)

- 3Ha4KMMa IBYCTPaHHA CTeHO3a Ha OpOpeuHara apTepHs WM CTeHo3a Ha OBOpeuH
eTHHCTEEH PYHKLMOHUpail Ob0pek

- BropH WIH TpeTn TpUMeCTEp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6)
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- Kppmene (BxK. Touka 4.6)

- Tesxko yepexxnane Ha Sp6peunara QyHKIMS ¢ KPeaTHHHHOB KHpEHE od 30 ml/min npu
HeIUAJTH3MPaHH MALHEHTH

- KMHHHYHO 3HAYHMH €IeKTPOIHTHH HapylIeHUs, KOWTO MOTAT J1a € BIIOLIAT CJIS] JICYCHHE C
Tpuretic ITnroc (Bx. Touka 4.4)

- Texxxo yBpexkgase Ha YepHOApoOHaTa G YHKLH

- YepronpoOHa ennedanonarus

- EDHOBpeMEHHATAa YIoTpeOa Ha TpuTeiic IWTIOC ¢ aTUCKHPEH-CHhABPIKAIIH IPOTYKTH €
NPOTUBOIIOKA3aHA IIpH [MATMEHTH CBC 3axXapeH auadeT wiM OvOpeuno yepeaxgane (GFR <60
ml/min/1,73 m2) (Bxk. Touku 4.5 1 5.1).

4.4 CneudanHu npeaynpexiaeHus H NpeanasHd MEPKH NPH yHOTpeba
* Cneyuannu nonyiayuu

bpemennocm: JleueHue ¢ ACE HHXMOHTOPH KaTO paMHTIPHII WM aHTHoTeH3uH 1 penenmopHu
anTaroHUCTH (AIIRAS) He TpsaOBa 1a ce 3anoura no BpeMe OpeMeHHOoCT. HlpU narumenTkuTe,
IUIaHHpAIly Aa 3abpeMenest, Tepanugata ¢ ACE unxuduropu /AIIRAS Tpa0Ba f1a ce 3aMEHM ¢
ANTEPHATHBHO AHTUXHINEPTEH3IUBHO JIeUeHHE, KOETO UMa YCTAaHOBEH NpogHII Ha De30MacHOCT IIpU
ynorpeda Mo BpeMe Ha OpeMeHHOCT, OCBEH ako He ¢e CUMTa 3a KpaitHo HeoOxoauma. [lpu
ycTaHOBABaHe Ha OpeMerHocT, JedeHneTo ¢ ACE uuxubutropr/ AIIRAs TpadBa na 6b1e cnpsaHo

He3a0aBHO U, aKO € YMECTHO, Tpa0OBa 1a Ob1e 3ano4HaTa alTepHATHBHA Tepanki (BX. TOUKH 4.3 H
4.6).

. HHayueumu ¢ ocoben puck om Xunomonus

. Hayuenmu ¢ noguwena QrKIMUSHOCI HA PEHUH-AH2UOMEHIUH-QIOO0CINEPOH CUCIeMamA
[TarrenTH ¢ MOBHIIEHA AKTHBHOCT HA PCHHH-AHTAQTEH3HH-ALIOCTEPOH CHCTEMATA €A U3JI0XKEHH Ha
PHCK OT CHITHO U3Pa3eHO MOHMKABAHE HA KPBBHOTO HA/IATaHE M BIOIIABaHE Ha OROpeuHaTa QyHKLHA,
nopaau ACE unxubupane, ocoderno korato ACE HHXHOUTOpP WM ChIIBTCTBRALL JUYPETHK C€ NpHeMa
3a MIPBB MBT HIH IIPH HAYAJIHO MOBHLIABAHE HA N03aTa. 3JHaYWMa aKTHBHOCT HA PEHHH-aHIHOTCH3UH-
ANTOCTEPOH CHCTEMATA MOXKE A C€ 0YaKBa H € HeoOXOMHMO MEIHLIMHCKO HAOJIIOIEHUE, BKITFOUBAIIO
poC/eAABaHe Ha KPBBHOTO HAJIATaHe, TIPH:

- TIAIHEHTH C TEHKKA XHIEPTOHUA

- TAUMEHTH ¢ ACKOMIIEHCHpaHA 3a2CTOHHA ChPIE€YHA HEJOCTATBYHOCT

- IALMEHTH € XEMOTHHAMUYHO BJIOLLEH JISBOKAMEPEH H3XOIAII HIM BXOAAI KPBBOTOK (HAlIp. CTEHO3A
Ha aopTaTa WK MHUTpaIHATa KJIarna)

- MALMEHTH ¢ e/IHOCTPaHHA CTeHo3a Ha ObOpeuHaTa apTepus ¢ BTOPH (GyHKUHOHUpau OBOpek

- MALMEHTH, ITPH KOUTO UMA MIIH MOXKE 1A HACTHITH HaMaIcH 00eM Ha TEJIECHUTE TEYHOCTH HITH COJIH
(BKIFOUHTENHO ITAIUEHTH, MPHEMALUM Uy PETHIIH )

- TIALMEHTH ¢ YePHOAPOOHA IIMPO3a W/HJIH aClT

- MAUMEHTH, NOUIOKEHH Ha TO/IIMa XHPYPrudHa MHTSPBEHLINA WK aHECTE3MA ChC CPECTBA, KOUTO
NpeAN3BHKBAT XUTIOTOHHS

(OOHMKHOBEHO C€ NpernopbyuBa KOPHTHpaHe Ha JeXHApaTalMITa, XHITOBOJIEMUATA WIH COJICBH
ne(UUAT NpeaH HaYaIoTo Ha JedeHHETO (TIPH MAITHeHTH CbC ChpedHa HENOCTATEYHOCT 00ade
KopeKLuATa TpsadBa Aa ObJe BHUMATETHO NpelieHeHa CIIPAMO pHCKa 0T OOEMHO HaTOBapBaHe).

- HGZ{HEH??’IH, UIT0ACEHU HA PUCK O C'bp()EIIH(J WU MOIDYHA UCXEMIA 6 myuaﬁ HQ ocmpa
XUROMOHUA
Hauanoro Ha TEPANUATA H3UCKBA CTPOTI MCIHIHHCKHA KOHTPOJI.

. [Ivpeunen xunepanoocmeponuzbm
KomOuHanusTa paMUIpii + XUApOXJIOpOTHA3ZUA HE € 1300p 3a JIEUeHHE NPH [THPBY
XHIICPATIOCTCPOHHIbM. AKO paMUIPHI + XUAPOXIOPOTHAZHA C€ U3N0JI3BA NMPH II

OBPBHYCH XHIICPAITOCTCPOHHIBM CC M3HCKBA BHHMATC/THO NPpOCICIABAHC Ha TL1
Ka/IHA.



Bvapacmuu nayuenmu
BmxkTte Touka 4.2,

. Hayuenmu ¢ wepnoopobno 3abonseane
ENEeKTpOJIMTHA HapYLIEHH, TOPaH JMYpPEeTHYHA Tepalus, BKIIIOUMTE/IHO XHAPOXJIOPOTHA3H]L MOTaT
1a TIPUYHHAT YepHoApoOHa eHlleanonaTus NpH NAlMEHTU ¢ YEPHOAPOOHO 3ab0/sIBaHE.

XHMPYPrHYHH UHTEPBEHLIHH
[IpennopruBa ce, KOraTo € Bb3MOXHO, JISYEHUETO ¢ HHXHOHTOPU Ha aHTHOTCH3UH KOHBEPTHPAIIHA
€H3HMM KaTO paMHUIIpU, /1a ObJ¢ MPEeKbCHATO €OHH JCH NP/ XHPYPrudHa mpoLeaypa.

[Ipocnenapane Ha OBOpeuHaTa hyHKIHS

brOpeunata QyHKIINs Tpa6Ba fa Ghec OUCHEHA NPSAM M IO BpeMe Ha TepanuiTa | 1o3arta TpsaOBa fa
OBae KOpUTApPaHa OCOOEHO Npe3 MbPBUTE Ce/IMULIM OT JIeYeHHEeTO. Oco0eHO BHUMATENHO
MpociensABaHe ce U3HCKBA NPH MAalHEeHTH ¢ ObOpedHo yBpexkaaHe (BK. To4Ka 4.2). IMa pucK oT
BJIOLIaBaHe Ha OBOpeuHaTa QyHKIHA, 0cOOEHO NPH NAIHEHTH ChC 3aCTONHA ChpIEYHA
HEeOCTAaThUHOCT WM cied Ob0petHa TpaHCIUIAHTAOWS WM C PeHOBACKYJIapHO 3a00/LIBaHe,
BIJTIOYUTE/IHO MALMEHTH C XEMOIWHAMHAYHO 3HAUYMMa YHHIATEpaHa CTeHO3a Ha Ob0OpevHaTa apTepHs.

brOpedHo yBpekaaHe

[Ipn manmenTH ¢ 660peyuHO 3a00N9BaHe, THAZHANTE MOTAT Jla IPEAA3BHKAT YpEMHUA. KyMyTaTHBHH
e(peKTH Ha aKTHRHHUTE BELISCTBA MOTAT 1A C& MPOABAT NPH NALMEHTH ¢ HapyleHa Os0peyna pyHKIMA.
AKO HACTBIY NPOTrpecHs Ha OBOPEYHOTO yBpeKiaHe, YCTAHOBEHO Upe3 NOBHIICH HeOeNThUEH a30T ©

HeoOX0AuMa BHUMATEITHA MPeOileHKa Ha TepalkiATa C Orjie/] Ha NPEeyCTaHOBABAHE HAa JHYPETHUYHATA
Tepanus {Bx. Touka 4.3).

Enexrponuren aucbananc

HeobxoayMo e 1a ce H3BBPIUBA [IEPUOAHYHO M3CAEABAHE HA CEPYMHUTE €ACKTPOJIHTH IIPe3
HOOXOASAIH MHTEPBAJIH, KaKTO [IPH BCEKH NALMEHT, NMpHeMal AMypeThyHa Tepamid. [nasuanre,
BIUTFOUHTEIHO XWAPOXIIOPOTUHA3U, MOTAT [ia MPHUMHAT AUcOaiaHC Ha TeJIECHUTE TEYHOCTH HITH
SNICKTPOJIUTCH ucOaale (XUTIOKATHEMUS, XUTTOHATPHEMHA H XHIIOXJIOPEMUYHA a/lkano3a). Bernpeku
Yye XUNOKAIHEMHMA MOXKE [1a e Pa3BHUE Ipy YHOTpPeOaTa Ha THA3HIHH IUYPETHITH, CBITBTCTRANIATA
TEpAIHs C PAMUIPUII MOXKE J1a HaMaH IMYPETHK-UHAYIIMPAHATA XUNIOKATHEMHUA. PUCKBT OT
XUNOKATHEMHES € HAH-TONTAM TIPH [ALMEHTH ¢ YepHOAPOOHA IMPO3a, IPH NAUMEHTH ¢ (pOopcHpaHa

Iy pe3a, IPpH [ALHeHTH, NPAeMalli HEMTOAXOAA UM €ICKTPOJIMTH H IIPH [TALHMEHTH, TPHEMAUTH
CBITBTCTBALNA Tepalud ¢ KopTukocTepornan Wwid AKTX (k. Touka 4.5). IIspBoTo onpene/isHe Ha
[1A3MEHHTE HUBA Ha Kanus TpgOBa 4a ce MU3BBPIIM [Ipe3 IbpBaTa CEAMHLA CJIEN 3all0YBaHe Ha
nedyeHueto. llpenoprusa ce kopurupase, ako ce yCTaHOBM HUCKO HUBO Ha KaIHd. Moske /1a HaCThIIH
JAWITYTAIIMOHHA XUTIOHATpHEMHKA. B Ha9anoTo NOHIKEHOTO HUBO HA HATPHA MOXe Aa Obae
aCHMITTOMHO ¥ TIOPAIy TOBA ¢ BaXKHO PeJOBHOTO My H3cneapBaHe. M3cneasaseTo Tpadsa aa € Mo-4ecTo
[IPM NALMEHTH B CTapUYecka Bb3pacT U UWUPOTHYHH NallHEeHTH. THazuoure BOAIT 0 HOBHINEHA
eKCKpeLHs Ha MarHe3HH B YPUHATA, KOETO MOXKE 1a DOBEAS JO XHIIOMArHE3HEMHA.

lIpocaengBane Ha eNnexTpoIUTHTe: XuoepKalueMus
ITpu Hakou nauMeHTH, NekyBand ¢ ACE HHXuOHTOpH, BKIOUHTeNHO ¢ Tputeiic Ihiroc, ce HabmonaBa
XHIIepKaNHeMud. PHCK OT xunepkaiveMss HMa OpU NaLKUEHTH ¢ Op0peyHa HENOCTATBYHOCT, Ha
BB3pacT > 70 rOJIMHU, ¢ HEKOHTPOJIHMpPAaH 3axapeH AdaldeT WM TaKkMBa MPHEMAINH KaJJueBH COJIH,
KaJIMH ChXpaHaBaiii JHYPEeTHLM M OPYrH AKTHBHU BELUECTBA, MOBHINABAILH [NTa3MEHUTC HUBA HA
KQJIMS HIIH ChCTOSIHMS KaTo AeXH/IPATAIus, OCTpa ChplevyHa JeKOMOEH AN, METabg

PEIOBHO NPOCAEAsBAHE HA CEPYMHHA KaJTHH (BXK. Touka 4.5).



lIpocaeossane na erexmponumume; Xunonampuemus

[1pH HAKOH NALIMEHTH, JIEKYBaHH ¢ paMHIIpi € HaOmoaapal CHHAPOM Ha HEaJE€KBaTHA CEKPEIMA HA
aHTunuypetHueH xopmoH (SIADH) u nocneasama xunonatpueMud. [Ipu nauydeHTy B cTapuecka
BB3PAcT H APYIH NAIMEHTH € PHCK OT XHIIOHATPUEMHA, C€ NIPENOPHYBA PETOBHO IPOCICIABaHe Ha
CepYMHMTE HUBA HA HATPHI.

Yeproopobna enyedanonamui

ENeKTpONMTHH HApYLIEHHA TOPAIH AUYPETHHHA TEPANHA, BKIIIOYHTETHO XUAPOXIIOPOTHASH MOraT
Na NPUYHUHAT 4€PHOAPOOHA eHUedhaIonaTHs MPH NAUMEHTH ¢ YepHOAPOOHO 3aboiBane. B coy4aw Ha
yepHOoApoOHa eHlledanonaTHs JTeYeHHETO TPAORA /1a ce MpeKpaTH He3abaBHO.

XuneprkaiyHemMus
XUAIPOXJIOPOTHA3H CTUMYIHpPA GtﬁpeqHaTa peaﬁcopﬁuml Ha KaaIHg H MOXKe Jia [IPHYIHHH
XunepkanyeMnusa. 1osa MOKe a monpeyH MpH U3C/ICABAHE Ha MapaTHpecHaHaTa (BDYHKLHA.

Anzuoedem

AnrdoeneM € cho0LIaBaH NMpH MalHeHTH, JeKyBanu ¢ ACE HHXUOHTOPH, BKIIIOUHMTEITHO PAaMHUTPHIT
(Bk. Touka 4.8). PUCKBT OT aHTrHOeaeM (HaIlp. NOAYBaHE HA JUXATC/IHUTE ITHTHLIA HITH €3HKa, C HIIH
0€3 IUXATE/IHM HAPYLICHH) MOKE Ja Oba¢ YBEWUCH ITPH MALKCHTH, NIPUEMAIIH eJHOBPEMEHHO
JeKapcTBa, KOUTO MOrart Ja npeau3sukat aHruoeaeM kato mTOR (TapreTHy Ha panaMHIIKH, TPU
Oo3aiHHLM) HHXHOMTOPHU (HANpP. TEeMCHPOIHUMYC, EBEPOIIMMYC, CHPOJIMMYC), BLIATTIHITTHH HITH
HHXMOMTOPH Ha HenmpHiIiK3uH (NEP) (takiBa kato parexkaaoTpuin). KoMOGuHaumsTa paMUIIpHIT

CakyOHUTpH/BATICAPTaH ¢ HPOTHBONOKAa3aHa, TOpaIi MOBHLICHHA PUCK 3a aHTHoeAeM (BK. TOUKH 4.3 H
4.5).

B ciryua#t Ha anrnoenes , npueMsT Ha Tputeic Ilmoc TpaOBa na ce npexpart.
TpsbBa He3a0aBHO Aa ce HA3HAYM cnieniHa Tepanis. [latMeHTsT TpA0Ba 1a 6B MOCTABEH MO
Ha0moaeHue moHe 3a 12 1o 24 yaca v M3nucad ¢jie] Hallb/THO OTIIYMSABAHE HA CUMITTOMMTE.

HMHTeCTUHANIEH aHTHOEAEM € ChODIIaBaH TIPH MMAalMeHTH, JiekyBaHu ¢ ACE uHXHO6HuTOPH,
BionrourTenHo Tpurelic [Ltoc (Bxk. Touka 4.8). Ipu Te3n nauuenTy ce HabmonaBa adIOMHHAIHA
Honka (¢ wiM 0e3 razieHe v noepsbinane). CHMITTOMUATE HA HHTECTHHAJIEH aHTMUOEIEM NPEMUHABAT
cnep criupadHe Ha ACE unxuduropa.

Anadunpaxmuyny peakyuu HO 8peme Ha Jecencuburzupane

BeposaTHOCTTA OT NOsABa U TeXKeCTTa Ha aHahWIAKTUYHH U aHAQWIAKTOMIHH peakldi KbM OTpORaTa
HAa HACEKOMH M JIPYTH ajieprend ca nosuinenu npu ACE uexuOupane. Tpsabpa na ce vMa npeaBui
BpeMEHHO IIpeKbCBaHe Ha TpuTelic [Imoc npeay AeceHCUOMIH3alIHsL.

Ocmpa pecnupamopua MOKCUYHOC

Clie NpHEM Ha XHIPOXJIOPOTHAZH € CROOWARAT MHOTO PEAKH TEKKH CIIy4YaH Ha OCTpa
PECTIHpaTOPHA TOKCHYHOCT, BRJIFOUHTENTHO OCTHP pecnupaTtopeH auctpec cuaapom (OPJC).

Cren npuem Ha XHAPOXJIOPOTHA3H OOHKHOBEHO C€ pa3zBHBa OenoapodeH OTOK B paMKHTE HA
MUHYTH 0 YacOBe. B Ha4aI0TO CHMIOTOMHTE BKIKOYBAT AUCTIHEA, [IOBUILICHA TEMIIEPATYpa,
BIIOIIaBaHe Ha OeoapodHata GyHkImA H xunoronus. ITpu ceMueHue 3a OPJIC tpabea na Obae
cnpsH npueMeT Ha Tputeic 1lntoc ¥ ga ce npyioxy MoAXOaA1I0 JeUeHHe. XUAPOXTOPOTHAIHL HE
TpADBA Aa ce Ipuiara [py HaludeHTH, KOUMTO npeau toea ca nomyvyasand OPJC caen npueM Ha
XUAPOXIOPOTHAZHA.
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EPHTEMATOEC HWIH CKIAEPOAECPMHES ), M MPH JIEKYBAHH ¢ APYI#H JICKAPCTBEHH MPOAYKTH, KOUTO MOTraT 1a
NPHYHHAT HPOMEHH B KPBBHATA KapTHHAa (BxK. TO4Ka 4.5 u 4.8).

XOpuouodaneH uziue, OCmpa MUORUA U 3aKPHIMObSbIAHA 2AAVKOMA

XHAPOXIIOPOTHA3H L, CYADOHAMI, MOKE Ja NPUIHHH HAHOCHHKPATHYHA PEAKIUs, BOAECIIA 0
XOPHOHIANICH H3IUB C Je(heKT HA 3PUTEITHOTO I101€, OCTPA NPEXOAHA MHOTHSA H OCTPa 3aKPHTOBI'B/IHA
raaykoma. CHMIOTOMHTE BKJIKOUBAT OCTPO HAYAIO HA HAMAJIEHA 3PHTENIHA OCTPOTA WTH OuHa Donka v
OOMKHOBEHO HAaCTBIIBAT B PAMKHTE HA YACORE JI0 CEJIMHMITM OT HA4YaJIOTO Ha JieueHHeTo. Henekypanata
OCTpa 3aKPHTOBI'BIIHA ITIAyKOMa MOYKE Ja JOBede A0 MOCTOSHHA 3aryda Ha 3peHHeTo. (JCHOBHOTO
NMeYeHNE ¢ CIHpaHe Ha XUAPOXJIOPOTHAa3HIa KOJNKOTO € BE3MOkHO no-06p30. HaBpemenHo
NeKapCTBEHO WIH XUPYPIrUUHO JedeHue MosKe Jia ce 0OMHCITH, aKO BETPEOYHOTO HAIATAHE OCTAHE
HEKOHTPONHPaHO. PUCKOBHTE (hakTOPH 32 Pa3BUTHE HA OCTPA 3aKPUTOBIBJIHA ITIAYKOMAa MOXKE Ja
BKJIKQYUBA AHAMHE3A 33 aJIeprud KbM CyAQOHAMKIN WIH TIEHHLIMIIHH.

Emnuvecku paznuyus

ACE uHXHOHTOpHTE NPHYUHIBAT aHTHOEIEM C MTO-BHCOKA YeCTOTA IIPU YEPHOKOXKH NAIHEHTH,
OTKOJIKOTO TIPH OCTAHANHTE,

Kakro v apyrure ACE HHXUOUTOPH, paMUIIPUIT MOXe 1a ObAe NO-MAIKO €(DEKTHBEH NPH MOHHKABAHE
HA KPBBHOTO HAIATAHE OPUH YEPHOKOXKM MANMEHTH, OTKOJIKOTO MPH OCTAHANINTE, MOPalH NO-UeCTOTO
HAITHYME HAa XHIICPTOHUSA ¢ HUCKY PSHHHOBH HHMBA MPU YSPHOKOKATA IOy IaLlHs.

Cnopmucmu
XAOPOXJIOPOTHA3UII MOXE Ja Aafe MOJIOKUTENIEH aHAITUTHYEH Pe3yJITaT MpU aHTHAONWHT TECTOBETE.

Memaboaumnu u endokpunny egexmi

TuasuaHaTa Tepanus MOMKE Ja HapYINH DIOKO3HUS TojepaHe. [IpH nanpeHTH ¢ AHa0eT MoXKe Ha ce
HaJIO’KH KOPHATHPAHE HA 103aTa HA HHCYJIHHA WM TIEPOPATHHTE aHTHAWA0ETHH cpedcTBa. JlaTeHTeH
3aXapeH AuadeT MOKE 1a ¢e MPOABHU I10 BpeMe Ha THa3UIHATa Teparivs.

[MosHuIeHH HHBA Ha XONECTEPONA U TPUIVIHLIEPUINUTE C€ CBBP3BAT ¢ THA3KAHA THYPETHYHA TepanH4.
Mosxe 1a HaCTHIIN XHUIICPYPUKEMHUS HITH J1a c€ YCKOPH BB3HMKBAHETO HA 104Arpa MpH HAKOH
NalHEHTH, IPHEMALIH THA3UIHA TEPAITHA.

Kauinuya

ITpu ynotpebata Ha ACE unxuOuTOpH ¢ cro0IaBaHa KauuTHIla. XapakTepHO €, 4e TS €
HENPOTYKTHBHA, NPOAL/DKHTENHA U OT3BYYaBa Cle/ NpeKpaTaBaHe Ha Tepanmsara. Magyuupadara ot
ACE uHxuOHTOp Kamnuua, TpsaOBa f1a ce pa3rieikaa KaTo 9acT oT qudiepeHuHaTHaTa JMarHo3a Ha
KalllTMLA.

22U
Peakiiny Ha CeHCHOMITM3AlMs MOTAT /a ce MPOABAT MPU MMaLMEHTH ¢ WK O3 aHaMHe3a 3a ATTeprid

win OponxuanHa actMa. Cpo0iiasa ce 3a BH3MOMXHOCT OT 00OCTPSHE WM AKTHBUPAHE HA CHCTEMEH
EpPUTEMATO3EH JTYITYC.

Heouno baoxupane na penur-anzuomensun-anoocmeponosama cucmema (PAAC)
Wma nanuy, dye enHoBpeMeHHaTa ynorpeda Ha ACE daxudutopy, aHruotensus ll-penentophn
OnokepH WIH ATMCKMPEH NIOBHIIABA PHCKA OT XUIIOTOHUS, XHITepKaJIHeMHUA 1 HaMaIABaHe Ha
OpOpeuHaTa GYyHKUUS ( BKIIOUHTENHO ocTpa ObOpeuHa HeocTaThuHOCT). [lopanu ToBa He ce
MpenopbyBa ABoiHO Gaokupane Ha PAAC upes komOuHupanara ynotpeba va ACE naxuburtopu.
aHTHOTEH3HH ll-peuernropiu Onokepu Wik asucKuped (BX. TOUkH 4.5 1 5.1).

AKQ ce TIPELEHH, e TepanuaTa ¢ ABOHHO ONoKUpaHe € abCoa0THO He0OX0AuMAa, TOBA
CTaBa CaMO N0 HADIIONSHHETO Ha CNeUMAIHCT M MPU YECTO BHUMATETHO MOHHUTOPH
OrOpeuHaTa PYHKLMS, ENEKTPOIUTHTE ¥ KPBEBHOTO HaJISATaHe.
ACE HHXMOHTODH H aHI'HOTEH3HH lI-penienTopHH OyioKepH He TpAOBa 1a ce H3IOI3BH
IpH MALHEHTH ¢ JHabeTHA HedpoaTHs. '



HeMenaHOMEH pak Ha KoyKkara

B nBe enmuaeMUoNOrduyH# MPOYYBaHMs, OCHOBAaBAUIHM ce Ha J{aTCkua HALMOHANIEH PAaKOB PETHUCTED, €
HaboHaBaH MOBHINEH PUCK OT HeMeNnaHOMeH pak Ha koxara (HMPK) [GazaTHOKIETbYCH KaplIMHOM
(bKK) ¥ ckBamosHormeTsueH kapuuHoM (CKK)] mpu HapacTBalia eKCMO3WIMA Ha KYMYJIAaTHBHA 103a
xpapoxnopornazun (XX T3). ®orocencudunmzupanmre edexrr Ha XX13 Morar ga geHCTBAT KATO
BEPOATEH MeXaHHU3IBM 3a passurhe Ha HMPK.

[TaunenTure, mpuemamu X XT3, Tpadra na 6saat urdbopmupann 3a pucka oT HMPK u chBeTBanu
PEXOBHO Ja IIPOBEPABAT KOXKATA CH 32 HOBU JIE3HH U He3a0aBHO 1a CHOOLLIABAT IPH MOSBA Ha
NOIO3PUTENHA KOKHH Nie3iu. Ha naumenTHTe TpsadBa na ce npenopbyar BE3MOKHH [IPEBaHTHBHU
MEPKH, KaTO OTPaHHYE€HO H3/1araHe Ha CIIbHUEBA CBETJIMHA H YITPABHOJICTOBH JILYH, a B CITyJaH Ha
EKCTIO3HLHA, NOAXO/IAIA 3alIUTa, 3a Ja Ce CBEAE O MMHMUMYM PHCKET OT paK Ha KOXKaTa.
[Togozpurennure K0XKHHU Ne3ud TpAOBa fa OBbAAT MON0KEHH Ha He3abaBHO H3CTEABaHL,
NOTCHLMAITHO BKIFOYBAINO XHCTOJOTHYHU H3CIEIBaHUA HA OHONCHYHH MaTepHani. 1Ipepasrinexnane
Ha ynoTpedara

Ha XX T3 mMoxe 1a ce HATOXKY U [IPH NALMEeHTH, KOMTO ca uMaind npeaxoneH HMPK (Bx. cemno Touka
4.8).

ChappkaHHE HA HATPHA

To3u nexapcTBeH IPOAYKT ChObPIKa MO-MaNko 0T 1 mmol Hatpuit (23 mg) Ha TabieTka, T.€. MOXe J1a
Ce MPHEME, Y€ HE CHABPXKA HATPHH.

4.5 BianmojelicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYrH ¢opmi HA B3aHMOJACHCTBHE

JlaHHH OT KIHHHYHHM NpOy4BaHHs MOKA3BAaT, Y& JBOMHOTO OIOKUpaHe HA pEHHH -AHTHOTEH3HH -
anmocteporosara cuctema (PAAC) upes komOuHMpanara ynorpeba Ha ACE uHXHOHTODH,
aHFUOTEH3UWH II-peuenTopHy OIOKEPH WIM aTMCKHPEH Ce CBBHP3Ba ¢ I0-BUCOKA YECTOTa Ha HEeKETTaHH
CHOMTHUSA, KATO HATIPHUMED XUITOTOHHA, XHMIEPKATHEMHS ¥ HAMAIIBaHe Ha Ob0OpevHaTa QyHKIH
(BKIIOUUTENHO 0CTpa OB0peyHa HeOCTATHYHOCT ), B CpaBHEHHE ¢ yIToTpedara caMo Ha €HO
cpeacTro, aAckicramo Bepxy PAAC (BK. Toukan 4.3, 4.4 1 5.1).

IIpoTHBONOKA3aHH KOMOHHAIIUH

Ennopemennara ynotpeda Ha ACE vHXUOHMTOp W cakyOHUTpUI/BaicapTaH e [IPOTHRONOKa3aHa
OPaJH DOBUINEH PUCK 3a aHTHOeAeM (BiK. Toukd 4.3 u 4.4). JleyeHHeTO ¢ paMHIIPHA HE TpsAOBa Ia
6Ba¢ 3aMovBaHO MPEaK Ja ca H3MHHAIA 36 yaca OT IPHEMAaHeTO Ha TOCIefHATa 1034 OT
cakyOutpwi/Bancaptal._CakyOUTpHi /BancapTaH He TpaOBa ga Obae 3ano4vBaH IPeaH da ca HK3MHHAIH
36 yaca 0T npHemMa Ha nocnennara no3a Tputetbic [Tnroc.

EXCTpakopnopaiHo JieyeHHe, BOACLIO 1O KOHTAKT HA KPbBTa ¢ OTPHLATENHO 3apEACHH 10BbPXHOCTH
KaTO HallpHMep AHAIN3a WIH XeMOopHITpalus ¢ OTpeAc;IeHH BUCOKOTIPOITY CKIMBH MeMOpaHH (Harp.
NOJIMAKPWIOHHTPWIHH MeMOpaHH) U adepesa Ha JTUMONPOTEHHHU ¢ HHCKA TUTBTHOCT C JICKCTPaH
cyndar, nopaay NOBHUICH PUCK OT TE&XKa aHa(HIAKTOHAHA peakius (Bk. Touka 4.3). AKO ce H3MCKBa
noAoOHO JledeHHe, HEOOX0THMO € 1a ce OOMMCIIH H3MON3BaHe HA Pa3JIHUeH THIT JHAIH3HA MEMOpaHa
WK Pa3IdYeH KJ1ac aHTUXUIIEPTEH3UBHO CPEACTRBO.

[TpeanaszHu Mepku IpH ynoTpeda

Kanuesau conru, Xenapus, Kaidi-CoXpanasauu Ouypemuyi u Opyeu aKmucHu seujed @ 104
NIA3MEHUME HUBQ HA KA (8Kxmouumenno ancuomenzun I anmazonucmu, mpumpmang?y
Puxcupana 00308a KOMOUHAYUR CbC CYAPAMEMOKCAZ01, MAKPOAUMYC, YUKAOCNO A ré g
CE MPOABU XUNCPKANMEMUS, TIOPAAK KOETO C€ H3UCKBA CTPUKHO NPOC/IeAABaHe Ha QDY
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Anmuxunepmenszusru cpeocmeda (Hanp. Suypemuyt) U Opyeu 6eueced, KOUMo Mo2am 0a ROHUXCam
KPBEHOMO HAA2AHe (Hanp. HUMPamu, mpuyurkiydHu aEmuoenpecanmu, aHecmemuyl, npeKoMepen
npuem Ha arkoxoi, bakaogen, arghy3ozun, GOKCAZ03UH, NPAZOIUH, MAMCYAO3UH, MEPA303UH). MOXKE A
C¢ OYaKBa YBETMYABAaHE HA PUCKA OT XHITOTOHHS (BK. TOUKA 4.2 3a JUYPETHLIH)

Bazonpecopnu cimnamuxomumemuyy u opyeu eewgecmeq (enunedpun), Koumo mMo2ant 0a HAMAIIm
AHIMUXUREPIMEHIUBHUA ehekm HA pamunpuil. TIPEIOPHUBa ¢ CTPHKTHO MPOCIeaIBaHe Ha KPBEBHOTO
Hatsrape. OcBeH TOBA, e(PEKTHT Ha BA3ONPECOPHUTE CHMITATHKOMHMETHITH MOKe fia ObAe OTCIa0eH
OT XHAPOXJIOPOTHAZHII.

Anonypunon, UMYHOCYNPECOpU, KOPMUKOCMEPOUOU, RPOKQAUHAMUGD, YUINMOCMATNUYY ¥ Oyl
geUjecmen, KOUmo mo2am Oa Hpomenam Opos Ha KPreHUMe KIemKy: TIOBHILICHA BePOATHOCT OT MOiBa
HA XEMATONOTMYHH peakiuH (BX. Touka 4.4).

Jumuesu coau: eKCKpeUMaTa Ha JIHTHI MOXe Ja Obae noHwkeHa o1 ACE uHxubHTOpUTE H NMOPATH
TOBA TOKCHYHOCTTA Ha THTHA MOKe Aa ce yrenuud. Huparta Ha nuTHs TpgaOBa Oa ce IpOoCcieasBar.
EnnospemeHHaTa ynoTpeba Ha THA3UAHH JUYPETHIIA MOYKE [1a MOBUIIM PHCKA OT THTHERA TOKCHYHOCT
v 13 ycwid Bede moBumeHus oT ACE wHxubuTopa puCK 0T IMTUEBA TOKCUYHOCT. [lopaan ToBa
KOMOWHAITHATA OT PaMUIIPHIT H XUAPOXJIOPOTHAZN/ € JIMTHH HE ce NpenophYBa.

Anmuduabemnu cpeocmsa, 6KAOYUMEAHO UHCYAUR., MOTAT Aa BE3HHKHAT XMIIOTTHKEMHUYHH PEaKIHH.
XHAPOXIIOPOTHASHABT MO3Ke Na oTclabu edekta Ha aHTHAUMabeTHHTE leKapeTea. [lopaau ToBa ce
IPENOPBUYBA 0COOEHO CTPUKTHO ITPOCIIEAIBAHE HA HUBATA HA KPBBHATA 3axap npe3 Ha4alaHuA NCPHOT
Ha €JHOBPEMEHHOTO TIPUIIaraHe.

Hecmepoudnu npomugoev3nanumennu Cpeocmada U auemuicaluyinosa KUCeAURd: MOXe 1a € OYaKBa
HAMaJIsBaHe HAa aHTUXHIepTeH3uBHuA edext Ha Tpureiic [lmoc. Ocsen ToBa, CHITBTCTBALIOTO
neucHue ¢ ACE naxudutopu u HCIIBC Moxe na noBeae 10 TIOBHILIIEH PUCK OT BICLIABaHE HA
ObOpeyHaTa QYHKIHA WU J1a YBEJTHUH KATHEMHATA.

{lepopannu aumuroazyiaumu aHTUKOATYJAHTHHAT €QEeKT MOXKE a Oblie HaMaJleH Mopaiu
€QHOBpEeMEHHATA yrioTpeda Ha XUIPpOXIopOTHAZHI.

Kopmuxocmepouou, AKTX, ampomepuyun B, kapbenoxconon, 201emuy KOmuecmed Cladvk KOpeH,
aaxcamuey (B CIiydail Ha NPpOARTAKHTENHA yiioTpeda), U IPYyIrH CPeACTBaA, KOMTO YBEJIHYaBaT ypHHHATA
EKCKPELMA Ha KAAUY UAU HAMAIABAM RAAZMERIS KAAYWW, TTIOBHUIUEH PUCK OT XUITOKATHCMHAL.

Jueumanucosu npenapamu, akmueHuy 8eujecmsa, 3a KOUMo € U3éecmHo, ve yovaxcam (1- unmepsaia
1 aHmuapummuyy; TAXHATA IPOAPHTMHYHA TOKCUUHOCT MOXKE J1a CE€ TOBHULIH WIH AHTHADHTMHUYHWAT

UM e(EKT 13 HaMallee [IPH HATTUYIUE Ha eJIEKTPOANTHU HApYIICHHA (HAIp. XUIIOKAIHEMHUA,
XUMTOMarHe3HEMHUA ).

Memuadona: Bb3MOXKHA € XeMOJIH34,
Xonecmupamun wiy Opy2u RePOPAING NPUAG2AHY HOHOODMEHHY 6elyecmsd; HaMAIICHA abCOpPO UM Ha

xuapoxiaopotHazua. CyndoHaMUIHUTE THYPETHLIM TpA0Ba 1a ObAaT B3eMaHU [IOHE €HH 9ac Npenu
WIHM YeTHPH A0 LECT Yaca ciiell TE3H JIeKapCTBAL.

Kypape-nooobnu muopeaakcanmiu. Bb3MOKeH € YCHIEH U YABIDKEH MHOPEIaKCHpPa

Kanyuesu coau u nosumuasaiyu niasmenus Karyuii 1eKapCmeen npooyKmi. B C
€IHOBPEMEHHO MPHJIaraHe ¢ XHAPOXJIOPOTHA3HMA MOKE J1a C€ OYaKBa HOBHIIECHA C
KOHLIEHTpAllud Ha Kanus, NOpajik KOeTO ¢ H3UCKBA CTPHKTHO NpocieaaBate Ha



Kapbamazenun: pucK OT XHIIOHATPHEMHA MI0PAJIH aIMTHBHHA e(DEKT C XHAPOXIOpOTHA3HUI.

Hoo-cvovpoucayo xoumpacmuo eeryecmeo. B cllydall Ha AeXHApaTanys, IIpeIu3BMKaHa OT
MY PETHLH, BKIIOYHTETHO XH/APOXJIOPOTHA3K, HMA TIOBHIIEH PUCK OT OCTpo OBOpeUHO yBpeKIaHe,
0coDeHO MpH yIoTpeba Ha 3HAYHMM 031 HOA-ChABPIKALIO KOHTPACTHO BELICCTEO.

llen uyiwinn, XHAPOXJI0POTHA3ZHA CC €EKCKpCTHPa B JUCTATTHUTE T}’G}’HH H HaMaIsIBa CKCKPCLMHATA HA
IMEHHIIHUJIHHA.

Aunun: XUAPOXIIOPOTUAA3H/T HAMANSABA €KCKPELMATA Ha XUHHH.
Xenapuu. Bb3MOXKHO € MOBHIIIABAHE HA CEpYMHHTE HHBA HA KaJIH4.

mIOR unxubumopu wau ewidazaunmuy ; NOBUILICH PUCK OT PA3BHTHE HA AHTHOEIEeM € BE3MOXHO INpH
MalHeHTH, [IPHEMAIIH eTHOBPEMEHHO JiekapcTea, kaTo m TOR wHxuOUTOpH (HATIp. TEMCHPOIHMYC,
€BEPOTHMYC, CUPOJTMMYC) WIH BUIAaraMnTHH, C MOBHINEHO BHAMAaHHE TPA0BA Aa C€ U3MO0/3Ba, KOraTo
ce 3aIo4Ba JieueHue (BxK. Touka 4.4).

Henpunuzun (NEP) unxubumopu. TloTeHIIHAIHO NOBULICH PUCK OT pa3BUTHE HA AHI'HOENEM ¢
MOKJIanBaH MpH taumenTy, npuemanny eanospemenno ACE uuaxuburopi 1 NEP HHXxHOHTOPH KaTO
paneKaIoTpui {BxXK. Touka 4.4)

Carxybumpun /eéancapman
EanoBpemeHHOTO npunoxkenne Ha ACE uuxuburopu cbe cakyOuTpus/Basicaprad €
NPOTHBOIIOKA3aHO, THH KaTO TOBA YBE/THYaBa PUCKA OT aHTHOEEM.

4.6 Deprnanrter, OPpeMEHHOCT H KbPMEHE

bpeMEHHOCT

Tpureiic [Lmoc He ce nmpenopbYBa MO BPEME Ha IIBPBHA TPUMECTHD HA OpeMeHHOCTTa (BK. Touka 4.4)
M € MPOTUBONOKA3aH [0 BPEMe Ha BTOPHS M TPETHA TPHMECTBP Ha OPEeMEHHOCTTa (BAK. Touka 4.3).

EnmieMHONOrHYHA JaHHH OTHOCHO PUCKA 0T TEPATOreHHOCT cae/l ekeno3numd Ha ACE uuxuburopu
10 BpEM€E Ha NLPBUA TPHMECTHP OT OpeMEHHOCTTA He ¢4 YOeIUTeIHH, HO JIEKO MOBHUIABAHE Ha pUCKa
He MO#Ke /12 ObJe H3KMmoueHo. [IpH rnalHeHTKHTe TUIaHUpalH OpeMeHHOCT, Tepanmuara ¢ ACE
HHXHOHTOPU TpaOBa Ja ce 3aMEHHM ¢ AITePHATUBHO AHTHUXHIIEPTSH3UBHO IEYeHHE, KOETO MMa
yCTaHOBEH Npoghin Ha H€30TAaCHOCT MpH YIOTpeda 1o BpeMe Ha OPEMEHHOCT, OCBEH aKo HE ¢ CUMTa
3a KpalHO HeoOxonauma. Ilpu yeranoesaeane Ha OpemeHHoOCT, JiedeHueTo ¢ ACE uuxuOHTOpHM TpadBa
na Ope crpsiHo He3a0aBHO H, aKO € YMECTHO, Tpa0Ba Ja Obae 3amodHaTa aITepHaTHBHA Tepald.
HzpecTHO €, 4e Tepanuara ¢ ACE unxuburop /anrnorensus Il peuentopeH aHTaroHuct (ALRA) no
BpeME Ha BTOPHS H TPETHI TPUMECTED MPUUHHARA eTOTOKCHYHOCT MPH Xopa (Hamanexna OrOpeuHa
PYHKUMA, OTHrOXHAPAMHHMOH, 3a6areHa ocH(UKAIMA Ha Yeperna)  HEOHATAIHA TOKCHYHOCT
(OBOpeYHa HEAOCTATHYHOCT, XMIIOTOHHA, XHIepKaMeM#us) (Bx. cpmo 5.3 , I Ipe IKIHHHYHN JaHHH 32
besonacHoOCT”). B cmyuait Ha excnosuiuua Ha ACE HHExXHOUTOp Npe3 BTOpHA TPUMECTHP Ha
OpeMEHHOCTTa, ¢ TIPENophYBa MPOBepKa Ha ObOpevHaTa QYHKIMS ¥ Yepena upes YITpasByK.
Hosoponenu, yuuto Maitku ca npuemann ACE unxuburopu, Tpadsa aa 0bp1ar CTPUKTHO
HAOMIOAaBAHH 33 XHIIOTOHHS, OJTHTYPHA H XHIePKaTHEMHUs! (BXkK. chIo TOUKK 4.3 1 4.4).

XHAPOXIOPOTHAZBHABT, B CIydall Ha NpOABIKATEHA eKCTIO3HLMS TI0 BpEME HaA TP
OpEeMEHHOCTTa, MOXKE J1a TIPHYMHE (PETOTUIANEHTAPHA UCXEMHA W PUCK OT H30CTA
OCBeH TOBA, peJKU CITyYaHd HA XUTIOTJIUKEMHS U TPOMOOLIUTONIECHHS TIPH HOBOPO
B CIIy4aH Ha eKCMO3UIMS HETIOCPEACTBEHO MPEH TEPMHUHA. XHIPOXJIOPOTHA3HA
obeMa Ha IUIa3MaTa KakTo U BETPEILTalleHTapHHA KPBBEH TOK.

10



KspMmeHe

Tpurelic IL1roc ¢ npoTHBONOKAa3aH IO BpeMe Ha KbpPMEHE,

[Ipy npuiaraseTo Ha TepaneBTHYHH JO3M PAMHUIIPWI H XHAPOXJIOPOTHA3H/ HA KBPMEIITH XKEHH €
BB3MOXKHO PAMUNIPHI H XHAPOXJIOPOTHA3UA A C€ EKCKPETHPAT B KbpMAaTa B TAKOBa KOJTHYECTRO,
KOETO JIa OKazpa ehekT BhPXY kbpMaueTo. [Topanu HeaocTaThYHA HHQOpMALHA OTHOCHO yroTpebara
Ha paMHIIPHI [0 BPEME HA KEPMEHE 3a NPEANOYHTAHE € ATePHATUBHO JIEUeHHE ¢ No-a00pe
yCTAHOBEH Npodui1 Ha He30MaCHOCT IO BpeMe Ha KbpPMEHE, 0CO0EHO NPH KBPMEHE Ha HOBOPOIEHO
WJIM HEMTOHOCEHO KbpMaie. XyAPOXJIOPOTHAZHM CE €KCKpEeTHpa B KbpMaTa. THa3zHINuTe IPUEMAaHH OT
MalKy KbPMaYKH ce CRBP3BaT C HAMAJNIABaHE HIH JOPH MOATHCKAHE HA JlakTanugara. Moxe na ce
MPOABH CBPBXUYBCTBHTENHOCT KEM AKTHBHUTE BEMIECTBA - JEPUBATH HA CYJI(POHAMHIHUTE,
XHITOKaIHEMNA | ukTep. [lopany BE3MOKHOCTTA 32 CEpUO3HH PeaKIvi NPy KbpMaveTaTa v OT ABETE
AKTHBHH BEIleCTRA, TpsaOBa Aa Oble B3eTO peuieHye Jany Ja Ob1e NpeKpaTeHo KbPMEHETO Wik /1A
Obae npekpaTeHa TepanuATa, KaTo ce B3eMe TIPEIBW/I 3HAYEHHETO Ha TepanuydaTa 3a Malkara.

4.7 EdexkrH Bppxy cnocofHoCTTA 32 mopHpaHe H padora ¢ MALIMHH

Hskou ctpannuay edekTH (Hanp. CHMITOMH HA MOHWKABAHE HA KPHBHOTO HAIATAHE KATO 3aMaiBaHe)
MOraT Ja HapyLuaT CHOCOOHOCTTa Ha MALMEHTA 32 KOHLICHTPALUs | Peakilk, €T0 3a110 MPeJCTABIABA

PHCK B CHTYAIIHH, TIPH KOHTO TE3H CNIOCOGHOCTH ¢a OT 0cobeHo 3HaueHHe (Hanp, modupade u padora
¢ MaIlTHHH).

ToBa MOXe f1a ce clTydH 0COOEHO TP HAYATIO HAa JIEUeHUETO UITH NIPH IIPEMUHABAHE OT JPYTH
npenapatd. Cnen nbpeaTa A032 MY NOCASIBAIIC MOBAIIABAHE HA 1034T4 He € NPeNOphYUTETHO
imodrpae Wi padoTa ¢ MaliiMHH 332 HAKOJIKO Haca.

4.8 Hexelanu JeKaApCTBeHH PeaAKIHH

Obotwen npogura na Hesonacrocm

[ipoduneT Ha Ge30MacHOCT HA PAMHUITPHI + XHPOXJIOPOTHA3U BIUIOYBA HEXKENIAHH JICKAPCTBCHH
PeaKIHH, NPOABSABAIIH CE BHE BPH3Ka C XUTIOTOHHA W/HIIH C HAMAIABaHE Ha TEJICCHUTE TCUHOCTH,
MopajH MOBHIIEHA JUYPe3a. AKTHBHOTO BENIECTBO PAMMIIPHII MOXKE 1a IPHYHHH YIIOpUTA CyXa
KallJIMila, JOKATO aKTHBHOTO BELIECTBO XMAPOXJIOPOTHA3HI, MOXKE Ja JIOBeAE A0 BIOILIABaHe
MeTa0OIU3IMA Ha [TIF0KO3aTa, JIUITMINTE H IMKOYHATA KHCEIWHA. J[BeTe aKTHBHH BEIIECTBA HMAT
NPOTHBOIONOXKHE ¢PEKTH BbPXY IUTa3MeHHs KalMid. CepHO3ZHHTE HEKETAHH JIEKAPCTBEHHN PeaKUHH
BKJIFOYBAT aHTHOENIeM HITH aHA(HIaKTHYHA peakiiid, OB0pedHo WIH YepHOAPOOHO YBPEKIAHE,
NAaHKPEATHT, TeKKH KOXHU PeakUMH U HSYTPONEHHA/arpaHyJIOLHTO3a.

Tabauuen cnucvk Ha Hedceaanume JeKapCMEeHY Peaxyuy

YecToTaTa Ha HEXENAHUTe peaklMH Ce OTIpeIesis, Ype3 U3MOI3BaHe Ha CJIEAHATA KOHBCHITHS:

Muoro yect (> 1/10); wectu (> 1/100 go < 1/10); vegectw (> 1/1 000 mo < 1/100); penxu (> 1/10 000
a0 < 1/1 000); muoro peaku (< 1/10 000), ¢ HenzpecTHa YecToTa (OT HAIMUHHUTE NAHHH HE MOXE Ja
ObJie HanlpaBeHa OLEHKA).

IIpu BedKo rpynHpaHe B 3aBHCHMOCT OT 4€CTOTATA, HEXKEJIAHUTE JICKAPCTBEHH PEAKIHH €& H30pOABaT
B HU3XOJSIIII pel Mo OTHOIIEHHE HA TAIXHATA CEePHO3HOCT.

YecTH HeuecTu MHoT0 C new3BeCcTHA
PEAKH yecToTa

Heonaazmu
Q0bpoKaYecmaeen,
3AOKAYECHIBEHU U
HeoOnPeoeseHy (6K
KUCIU U ROAUNY)
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*HemenaHoMeH pak
Ha Koxkara. B3
OCHOBA Ha
HATHYHHATE JaHHH OT
ENUIEMHOIOr HYHH
NPOYUYBAHKSA, €
HabIr01aBaHa
KyMyJIaTHBHA 1030-
3aBHCHMA BPb3Ka
MEXKTY
XHAPOXIIOPOTHAZHX
(XXT3)u
HEMeIaHOMEH paK Ha
koxara (HMPK)
(Bk. Touku 4.4 1 5.1)

Hapyuenua na
Kpwgimda
aumprama
cucmema

[TonmxeH Opo# Ba
OeIuTe KPhBHU
KIIETKH, IIOHWKEH
Opoii yepreHH
KPbBHH KJI€TKHY,
HamaJieH
XEeMOIrMTOOHH,
XEMOJIMTHYHA
aHeMHs, HaMaJIeH
Opoii TpoMOOLIMTH

KocTHO- MO3BbYHA
Cynpecus,
HEYTPOIICHHU,
BJIKOUHTETHO
arpaHyJioLUTO34,
MABIUTOIICHHA,
€O3HHOWHS,
XEMOKOHIICHTpALIHA,
CBBP3aHa C
HaMaJIABaHe HA
TEJIECHH TEYHOCTH

Hapyvwenus na

AHa(hUITAKTHYHY UITH

UMVHHAMA aHa(hUIaKTOUTHH
cucmema peaxlHH, KAKTO KbM
PaMHUIIPKA TaKa K
KBM
XWJIPOXJTOPTHAZHA,
AHTUHYKJICAPHH
AHTHTENA CA CE
YBEJIHYHIH
Hapyuenus na CHHAPOM Ha
EHOOKPDUHHAING HeaJeKBaTHA
cucmema CeKpeLH Ha
AHTHIHYPETHYEH
xopmoH (SIADH)
Hapywenus na HeanexBaTHO AHOpeKcHS [foBHILIEHO Y lommkeno
Memaboausma u KOHTPONMpaH HamaJisiBaHe Ha ChAbPKAHHE | ChABP)KaHHE Ha
xparenemo 3axapeH AuadeT, | aneTura, HA KaTHH HaTpHil B KPBBTA,
HaMaJieH NOHUKEHO JBIDKAIIO0 ¢c€ | TIIOKO3YPHS,
I MOKO3EH CHABPIKAHAE HA Ha MeTabOIMTHA
TOJIEPAHC, KaJuil B KPBBTA, paMHTIpHIA | ankanosa,
yBEIMYEHA HKaxaa, TbIxKano XMIIOXIIOPE MU,
KpbBHA 3aXap, ce Ha XUIIOMATHE3HEMHSI,
YBENHYECHO XHAPOXAOPOTHAHL XHIOKAJIUHAEMMUS,
CHABPKAHUE HA
MUKOYHA
KHCEJIHHA B
KPbHBTA,
00OCTpsHE Ha
TIOIarpara,
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YBEJTHYEHO
CBALPKAHHUE HA
XOJIECTEPOJT H /
HITH

TPHTJIHLIEPHIN B
KPBRTA,
IBDKAO CE Ha
XHAPOXIIOPOTHA
3HA

Hcuxuunu IHoTucHaro ChCTOAHHE HA

HAPVIEH U HaCTpOSHHUE, 00BPKAHOCT,
anaTHs, 0e3noKOHCTRO,
TPEBOXKHOCT, HApYIIIeHO BHUMAaHHe
HEPBHOCT,

HapYIIICHHS HA
CBHHS,
BKTFOUHUTETTHO
CHHIHABOCT,

Hapyuenus na I'naBobomnue, CBETOBBPTEK, Mo3buna HCXeMUs,

HepeHama 3aMalBaHe HapecTe3Hs, BKJIFOYHTCITHO

cucmema TPEMOP, HAPYIIIEHO MCXEMHYCH MHCYIIT K
PABHOBECHE, TPaH3WTOPHA
ycelllaHe 3a HCXCMHYHA aTaKa,
MapeHe, JUCrey3us, IICHXOMOTOPHH
areysus HapyUIeHUA,

[ApPOCMHA

Hapyvenua na 3pUTenHH Kcanroncus,

QYUME CMYIICHUS, HaMaJieHa
BEJIYOUUTEIHO JaKpUMalys nopanu
3aMBIICHO XHAPOXIIOPOTHASHIA;
BHXKJIaHe, XOPHOHIANICH W3JIUB,
KOHIOKTHBUT BTOpPHYHA OCTpa

3aKpUTOBIBJIHA
TIAYKOMa H/HIH
OCTpa MHOITHA
nopagu
XHAPOXJIOPOTHA3H/]

Hapyuenus na TunHTYC Vepexane Ha cyxa

VXomo u

Aadupunma

Cwpoeynu Muokapana MuoKapaeH HHPapKT

HAPYULEH U HCXEMMUSA,

BIIIOUHTEIIHO
aHIT'HHA MEKTOPHC,
TaXHKapaus,
ApUTMHUA,
NATIIMTALUMH,
nepHdepeH eaeM

Cvoosgu XUNOTOHMS,

HAPVULCH U ITOHWKARAHE HA
OPTOCTATHYHOTO

KPBBHO HAIATaHE,
CUHKOIL,
3auepBABAHE
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(eHOMEH Ha
Raynaud, BacKyIHT

Pecnupamopry, Henpoaykrupna | Cunysut, gucniHes, | OcTwp BpoHxocmasem,
2PBOHU U Opa3Hema HA3a1Ha KOHTEeCTHA | PECTMpaTope | BKITHOUYHUTETHO
MeCUACMUHANH U KalllJIMEA, (3amy1eH HOC) H JHCTpeC oDOCTpeHa acTMa
HAPYULEHUSA OpoHxXuT CHHAPOM
(ARDS) (k. | AnepruycH
Touka 4.4) aANBCOJIHT,
HEeKApIHOT€HEH
6enonpodeH 0TOK
opaH
XUAPOXJIOPOTHAZUT
Cmomawno- CromaiHo-upeBHo | IMoBprmane, | IlaHkpearut (Cayyvan
YPEGHU HADVULCHUA BE3MAJICHHE, Adro3eH ¢ dhaTalle” U3XO0J ca
XPAHOCMIJIATENTHH | CTOMATHT, CHOOLIABaHH
CMYTHEHHA, TIOCHT, HIKHOUNTENTHO
KOpeMeH aHApHs, PAOKO MPH JICYEHHE C
OUCKOMQOPT, Oonka B ACE uaxuOHUTOPH),
IUCTISTICHHA, ropHaTa 4acT | MOBHILIABAHE HA
racTpHT, rajcHe, Ha KopeMma, TaHKPEeacHUTe
3aIeK CyXoTa B EH3HUMH, AaHTHOCIEM
yCcTaTa HA THHKOTO YEPBO

| MHTUBHT CBEBEpP3aH
C

XUIPOXJIOPOTHA3H

CHaj10aEHUT
CBBP3aH C
XAAPOXJIOPOTHAZH/L

Xenamo-ouruapnu

XonecTaTH4YeH IWIH

Octpa yepHOApoOHa

HAPVIUEHUSA LU TOJIMTHYEH HeJOCTATHYHOCT,
XEeMmaTHT XoJecTaryyda
(H3KNIUYHUTETIHO HKBJITCHHIIA,
PAAKO C (paTaneH XeTaTOLE/LyJIapHO
HU3X0]), IIOBHIICHH YBpEKIaHE
HUBA HA
gepHOApoOHUTE
CH3UMH W/ WIH
KOHIOTHPAHHA
OUIMPYOUH
Kankynosen
XOJICTHCTHT
nopaau
XUAPOXJIOPOTHA3U]
Hapyvuenua na AHIHOEIEM; TokcuuHa
Koycama u U3KITIOYHUTEAHO ermMAScpPMaHa
NOOKQHCHAMA PAIKO OOCTPYKIIHS HeKpoJIM3a, CHHAPOM
MBbKAH Ha Ha Stevens-Johnson,
B3y XOHOCHUTE epHTEMa

TBTHIA B PE3YJITAT
OT aHTHOEIEM
MOKE Ja HMa
(hataneH U3xox;
1IcopHaTHUYEH
ACPMATHT,
XHIMEPXHAPO3a,
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OOpHB B YACTHOCT
MaKyJ10-NalyJ103€H,
ChpOEK, ATTOMELIUS

T, OHUXOJIH?3A,
neM(pUTOHACH HiIH
NTUXEHOUAEH
€K3aHTEM HJIH
eHaHTEM, YpTUKapHA

CucrteMeH
€PUTEMATO3EH TyNyC
nopajgH

XUAPOXJIOPOTHAZH]
Hapywenua na Muanrus ApTpanrus,
MYCKVAHO- MYCKYJIHH CIIa3MH
CKeaemHama
cucmema u MyckynHa cnabocr,
CheOUHUMEAHamA CKEJIETHO-MYCKYJIHa
IMbKaH CKOBaHOCT, TETAHHS
nopaau
XHAPOXJIOPOTHAZHI
Hapywuenua na bvOpeuno Bromaeane Ha
bvopeyume u VBPEXK/AHE, ChLUECTBYBALLA
HUKOUHUME BIJTFOUHTETHO NPOTCUHYpUS
A ocTpa 0b0OpeyuHa
HETOCTAaTBEYHOCT, HuTtepcruinaneH
OJIMY PHS, HeppUT CBBP3aH ¢
HOBUIIEHA ypes B XHAPOXIOPOTHAZUA

KPBBTA, MOBHINEH
KPCATHHUH B

KPBBTA
Hapywenus na Ilpexoana TToHmkeHO TMOUAO,
EBINPUICOOUMENHA EPEKTHIIHA IHHEKOMACTHA
ma cucmema u WMNIOTCHIIMA

2vpoama

Obwu napyuiernus

U ehermu HO
MACHOMO HA
RPUIOHCEHUE

YMopa, acTeHus

[ peaHa 605Ka,
MHPEKCHS

CrobInaBade Ha NOAO3UPAHU HEXKEIAHU PEAKIIUN

Cpod1aBaneTo HAa NOAOZUPAHH HEXENaHN PeaKIdH ciiell pazpeliapaHe 3a ynorpeda
NPOAYKT € BakHO. ToBa No3BOJIsIBa 12 NMPOJXBIKH HAOMIOISHUETO Ha ChbOTHOLLIEHH

NEKApPCTBEHUS MTPOAYKT. OT MEQHUHMHCKHTE CIISIIHAIHCTH C€ M3MCKBA Aa cho0LIa

MOI03HpaHa HEXKeTaHa peaklusd upes:
M3nbeIHUTEIHA areHIH 110 JICKapCcTBaTa,

yi. ,,Jdamsid ['pyes” Ne 8

15




1303 Codus,
Ten.: + 359289034 17,
yebcaiT: www.bda.bg.

4.9 IIpeaosupane

CumMnToMu

CuMnToMHuTe, CBBp3adu ¢ npenosupase Ha ACE wHxuOUTOpYU Morar a BK/IIOYBAT MPEKOMEPHA
neprudepHa BasoIaTalnA (C Mo4YepTaHa XMIIOTOHUS, LI0K), OpaAHKapaus, CJIEKTPOIUTHH
HapyleHud, 0p0peuHa HeloCTaThYHOCT, ChpAeYHA aPHTMUS, HApPYIIICHHE HAa Ch3HAHUETO,
BKJTFOUMTETHO KOMA, LepeOpalHi KOHBYJICHH, TIAPE3H U MAPAIIMTHYCH HIEYC.

ITpyu npeapasnonoKeHy NauMeHTH (Hanp. MpOCTaTHA XMIIEPIIa3na) MPeJOo3HPaHETO Ha
XHAPOXJIOPOTHA3UI MOXKE [1a NPESAH3BHKA OCTPa PETEHLHA HA YPHUHA.

MepkH npu npegosupane

[TarueHTsT TpAOBA Na 6BAe CTPUKTHO HAOMIONABAH, NeucHHETO TpaOpa A2 6B1¢ CHMIITOMATHYHO H
noaabpskailo. llpeanarannre Mepky, BKIIOYBAT TbPBOHAYANIHA ACTOKCHKALY (CTOMAIIHA IMPOMHBKA,
ApPWIAraHe Ha acOPOEHTH) U MEPKH 3a BB3CTaHOBABAHE HA XEMOJIUHAMHUYHATA CTAOWIHOCT,
BKJIFOUHTENHO NpUJlarage Ha ajda l-aapeHepruydyd arOHUCTH WIK AaHTHOTEH3HH 1]
(arrHOTEH3HHAMU). Pamunpusiat, akTHBHHAT MeTaOOIHT HA PpaMMITPUT, c€ OTCTPaHABa
HE3aI0BOIHTENHO Ype3 XEMOJHANH3A 0T 0DHIOTO KPBBOOOpAllICHHE.

5. ®APMAKOJIOTMYHH CBONCTBA
3.1 PapMaKkoIUHAMHYHH cBOlicTBA

(dapMakoTepaneeTH4Ha rpyna; ACE- yuxuOuTOopyd U IHYpETHLIM, paMHIIPHI U AMypeTHIM, ATC Koa :
CO9BAOS

MexaHus3nM Ha JeHCTBUE

Pamunpu

PamMunpunar, akTHBHUAT METaDONUT HA NPEJIEKapPCTBOTO PAMHUIPHI, HHXHOHpa eH3HMa
AUMENTHAWIKapOOKCHIIenTHAa3a | (CHHOHMMU: aHCHOTEH3HH-KOHREPTHpAIll €H31M; KHHHHAa3a 11). B
IUTa3MaTa H TPKAHUTE TO3H €H3UM KaTA/IH3HPpa KOHBEPTHPAHETO HA aHTHOTEH3UH | 10 aKTHBHHA
Ba30KOHCTPHKTOP aHrHOTEH3UH [I, kakTo 1 uHXUDMpa pa3rpaxaaHeTo HA AKTHBHHSA Ba30IHJIATATOP
OpagukuHMH. [ToHMwKkeHOTO 0DOpa3yBaHe Ha aHrHoTeH3HH Il 1 HHXHOMpaHe Ha pasrpaxIaHeTO Ha
OpagWKMHUH, BOIAT OO Ba3OIHIATALIMA.

Ts4 kaTo anruotedsuH 1l cTumynupa 0cBOOOKIABAHETO HA aNA0CTEPOH, PAMHUIIPHIAT BOAH J0
HaMalsiBaHe HA allA0CTEPOHOBATA cekpelus. CpeaHOCTATUCTUYECKH TTOB/IHABAHETO OT MOHOTEpAIKA ¢
ACE unxuburop e no-ciado npu uepHokoxH (appo-kapndcka paca) XUIEPTOHHYHH MAlMEHTH
(OOMKHOBEHO MOITYJIALMSA ¢ XUNIEPTOHKHA C HUCHK PEHUH ), OTKOIKOTO IIPH HEUEPHOKOXKU NMALIHEHTH.

XUIPOXJOPOTHAZK]
XUapoXnopoTHA3NA € THA3MACH AMYPETHK. MeXaHH3MBT Ha aHTHXUIIEPTCH3UBHUS e(eKT Ha

THA3HAHHTE JHYPETHLH HE € HATTBITHO W3ACHEeH. Te nHXuOHpat peabcopOuusaTa Ha HATPHH H XJIOPHIH
B qucTannure TyOymu. [loBuienara 0rOpeUHa eKCKpeIta Ha Te3d HOHH ¢e ChbIBTCTBA O

HaMaJIIBaHE KOJHYECTBOTO HA SKCTpaLeIy/IapHaTa TEYHOCT H TUTa3MeHHs 00eM

6B6PELIH&T3 CbAOBA PE3UCTEHTHOCT, KAKTO U ITOHIDKCH OTTOBOP KbM HOPETIHHE
II.
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dapMakQIHHAMUAYHUA e()eKTH

Pamuripun

[Ipunaranero Ha paMUNPWI BOAH A0 3HAYHTENHO MOHHKABaHe Ha MEPH{epHaTa apTepHaIHa
PE3UCTEHTHOCT. B MOBEYETO Cliyyau HAMa 3HAYMMH NPOMeHU B OBOpedIisa KpBBOTOK M CKOPOCTTA Ha
rnomepyiHata Guiarpanus. [lpunaranero Ha paMUNpPWI NpH HALHEHTH ¢ XHIICPTOHHA BOIH A0
NOHWKABAHE HA KPBBHOTO HAJISraHe B M3MPABCHO U JIETHAIO MONOKEHHE, 63 KOMIICHCATOPHO
[IOBHIIABAHE HA CHPACYHATA YECTOTA.

[Ipu nopeyeTo NALIMEHTH HAYATOTO HA aHTHXHIEPTCH3UBHMA e(peKT Ha €JTHOKpaTHATa 4032 Ce
nposaBasa 1 oo 2 yaca ciel nepopaiHo npuiokeHne. [ ITHKOBHAT e(eKT Ha eHOKpAaTHATa 1o3a,
OOMKHOBEHO ce J0cTura 3 1o 6 gaca ciiem NepopaTHO MPHIOKEHHE. AHTHXUNCPTEHIHBHHAT €(CKT Ha
eIHOKpaTHa A03a OOMKHOBEHO NpOALIKaRa 24 Jaca.

MakCHMATHHAT aHTUXHMEPTEH3UBEH €QEKT HA IMTPOB/DKUTEIHO JIEYSHHE ¢ PAMHIIPUT OOHKHOBEHO
HacThIIBa creq 3 Ao 4 ceamuny. JlokasaHo €, 4e aHTHXMIIEPTEH3UBHHAT €eKT € MOCTOSHEH TTPH
IBIrOTpakiHa Tepanus NPpoahKaBalla 2 TOUHH.

PA3KOTO IPEKbCBAHE MPHEMA HA PAMHIIPHI HE BOIM /10 OBP3 M NpeKoMepeH pubayH ePeKT Ha
NOBHIIABaHE HA KPBBHOTO HAIATAHE.

XUNPOXJAOPOTHAZHA

C xuIpoxXaopoTHa3HA HAYAIOTO Ha JHype3aTa HACTHIBA A0 2 yaca H NHKOBMAT eheKT HaCcThIBa 10 4
qaca, KaTo JeHCTBUETO NMPOaBIxKaBa MpuOau3uTeaHo 6 o 12 vaca.

Ha4anoTo Ha aHTUXHIIEPTCH3UBHUA e(DEeKT HACTBIBA cliel 3 10 4 AHH U MOKe /1a TPOXBIDKH 10 €IHA
CeIMHLIA CNel TIpEKpaTABaHE Ha Tepardsara.

EdexTsT Ha NOHHKABAHE HA KPBBHOTO HandraHe ¢e MPHAPYKaBa OT JIEKO MMOBUIIABAHE Ha (paKLHATa
Ha (unrpupane, OpOpevHaTa CHAOBA PE3UCTEHTHOCT M AKTHBHOCTTA HA MIa3MeHUA PEHHH.

Kaunuyna edhuxacnocm u bezonacrocm

EQHOBPEMEHHO MTPHIATAHE HA PaMUOPUWI-XUIPOXIOPOTHAZHA

[IpH¥ KJIMHUYHH H3OMTBAHHUA, KOMOHHAIIAATA BOIM [I0 MMO-TOJNSIMO HAMANABAHE HA KPBBHOTO HAATAHE,
OTKOJIKOTO IPH CAMOCTOSTEIHOTO NpUiarale Ha MpoAyKTHTE. BepodTHO upes OoKHpaHe Ha peHWH-
AHMHOTEH3UH-ATAOCTEPOH CHCTEMATA, €IHOBPEMEHHOTO MpHIAraHe Ha PAMHIIPHIT H
XHAPOXJIOPOTHA3U BOAM A0 obpaTuMa 3aryfa Ha Kajduii, CBBp3aHa ¢ TO3H KIac AHYPETHLH.
KombOunanuara or ACE —dHXHOHTOp ¢ THa3HACH JUYPETHK JAaBa CHHEPTHYEH €(PeKT H HAaMaIsIBaHe Ha
pHCKa OT XUIIOKAIUEMUS, IPOBOKHPAHA IIPH CaMOCTOATE/IHA yrioTpeda Ha THypeTHKA.

JBoliHa OI0OKa/1a HA peHUH-aHTHOTEH3WH- alocTepoHoBara cucteMarta (PAAC)

Jee ronemu panaoMusnpanu kourpoanpanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texkymo rmobanHo H3IHTBaHE 3a
KpaliHH TOYKH HA TEMUACAPTAH, CaMOCTOATEHO H B KoMOuHauus ¢ pamunpui) i VA NEPHRON-D
(KnuHHYHO nIpoy4YBaHe CBBP3aHO C pa3BUTHE Ha HedponaThs 11pH AdadeT, IpoBEACHO OT
MUHHUCTEPCTRO NO BBLIPOCUTE HA BETEPAHUTE) — [IPOyUBaT yrnorpedaTa Ha komOuHamuaTa or ACE
HHXHOHTOP U anTHoTeH3uH Il-peuentopen Gaokep.

ONTARGET e npoyusane, nnposefieHo IpH NAUMECHTH C aHAMHE32 33 ChPACYHO-CHI0BA HITH
MO3BYHOCHAOBA 00ECT, WM 3axapeH AHa0CT THUIT 2, MPUAPYKEHH C TAHHHU 3a YBPEKIaHe Ha TAPreTHH
opraii. VA NEPHRON-D e npoyusaHe nipu nauMeHTH ¢b¢ 3axapeH A4adeT THII 2 ¥ 1uabeTHa
HeponaTHA.

Te3u npoy4BaHuA HE NOKA3BAT 3HA4YUM OJIArONpPHATEH eQeKT BbpXY ObOpeunuTe wui
CBIOBHTE MOCICAHLIM H CMBEPTHOCT, KATO CBHIICBPEMEHHO ca HaO/HOAABAHH MTOBHIIIE,
XHIEPKATHEMHS, OCTPO YBpexKaaHe Ha Obp0OpeluTe W/ XUNOTOHHS B CPABHCHHE
Kato ce uMaT npeasyua CXoaHuTe UM (PapMaKoTHHAMHYHH CBOHCTBA, TE3H pe3yll
i 3a Apyrd ACE nuxudutopu u aurrorensut II-peuentopau 6J10KepH. |
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ACE uHxuburopu u anruorensus II-perienropau 61okepu caeA0BaTeIHO He TpAOBA Ja ¢e U3MON3BaT
€NHOBPEMEHHO MPH NAUMEHTH ¢ AHabeTHa HeppomaTHsl.

ALTITUDE (Kiuuuno nmpoyusaHe TPOBEEHO ¢ AIMCKUPEH [TPH MAIHEHTH CHC 3aXapeH AHabeT THIT
2 ¢ U3MON3BaHE HA CHPJEYHO-CHI0BH H OBOpeuHH 3200 1BaHUS KATO KpaliHA TOUKH) € MPoy4BaHe,
NpeHA3HAYEHO J1a U3CIeBa Mon3aTta OT 100aBIHeTO Ha aJTMCKMPeH KbM cTanaapTHa Tepanus ¢ ACE
HHXHOHTOP WM aHTHOTeH3HH [I-peuentopen 60Kkep IpH NALKMCHTH ChC 3aXapeH AuadeT THIT 2 |
XpOHHYHO OB0peyHo 3abomaBanHe, ChpASUHO-CHI0BO 3a00/4BaHe WiIH U ABeTe. IIpoyyuBaHeTo €
NPEKpaTEHO NMPEKIEBPEMEHHO MTOPAIH ITOBUIIEH PUCK OT HeOIArONpPHATHH NOCIeIHIM. KakTto
ChPJCUHO-CHIOBATA CMBPT, TAKA U MHCYJITET €A I0-YECTH B IPYIIaTa Ha ANMCKUPEH, OTKOJIKOTO B
rpynara Ha rianedo, a mpeCcTaRIABAIIMTE HHTepeC HeXenaHH ChOMTHA H CEpHO3HH HEXENAHH
CEOMTHS (XHIIepKATHEMHA, XHUIIOTOHUA H OBOpevHa muchyHKIMA) ce ChodIIaBaT No-4eCTO B TPynara
Ha aJIMCKHPEH, OTKOJIKOTO B IpyTiaTa Ha rianeoo.

HemenaHoOMeH pak Ha KOXATa:

Bb3 0CHOBA Ha HANMMMYHUATE NAHHH OT eNHASMHOIOTHYHH MPOYYBAHHA € HaOM01aBaHa 3aBHCHMA OT
KyMyJiaTHBHaTa 103a Bpb3ka Mexay XX 13 u HMPK. EaHo npoyuBaHe BKIIOYBA MOTTYJIAlMA,
ckerosma ce ot 71 533 coyuan Ha BKK u 8 629 ¢nydam va CKK, 1 nomynanus ot ¢hoTBeTHO 1 430
833 u 172 462 noaxoaamu kouTpoau. Bucokara ynorpeta na XX T3 (kymynarusHo = 50 000 mg) e
cBbp3aHa ¢ kopurapal OR 1,29 (95% JIM: 1,23-1,35) 3a BKK n 3,98 (95% M. 3,68-

4,31) 3a CKK. HaGmonasana € sicHa Bpb3Ka KyMyJIaTHBHA J103a-0TroBop kakTo 3a bKK, 1aka u 3a
CKK.

JApyro npoy4eaHe Noxa3ea Bb3MOXKHA Bpb3Ka MeXay paka Ha yeTHHTE (CKK) H eKcTIo3HInATa Ha
XXT3: 3a 633 cmydaH Ha pak Ha ycTHHTE ¢ moadpaHa nomynanus oT 63 067 noaxonsid KOHTPOJIH,
KaTO C€ M3M0JI3Ba CTPATErus 3a B3eMaHe Ha mpoOu, onpeae/ieHa OT pUcKa. JleMOHCTpHpaHa € Bpb3Ka
KyMyJIATHRHA 1033-0TroBop ¢ kopurupan OR 2,1 (95% JIU: 1,7-2,6), vapactam 10 OR 3,9 (3,0-4,9)
3a BUCOKA yrotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hai-BHCOKAaTa KyMYyTaTHBHA 1034

(~ 100 000 mg) (Bxk. chio Touka 4.4).

3.2 @apMakoKHHETHYHH CBOHCTBA

DapMarOKUHEMUKA U MemaboaU3bM

PamMunpui

AGcopbiiusg

Crnen nepopajiHo TIPHIOKEHUE paMUIIPH ce abcopOupa Obp30 B CTOMAIITHO-YPEBHHA TPAKT: MMHKOBA
TUIa3MEHA KOHLICHTPALMS Ha PpaMHUTIPHII C€ JOCTHIa B paMKHTE Ha €HH 4ac. Br3 OCHOBA Ha
BB3CTAHOBABAHETO B YPUHATA, CTelleHTa Ha abcopOuud € moHe 56% W He ¢¢ MOBIWABA 3HAYHMO OT
MPUCHCTBHETO HA XPaHa B CTOMALLHO-YPEBHHA TPAKT. BUOHATHYHOCTTA Ha aKTHBHHA METabOIMT
PAMMIIPMIIAT CIej MIEPOPATTHO MPHIIOKEHUE Ha 2,5 mg # 5 mg pamunpun e 45 %. Ilukoea nmirasmena
KOHUCHTpAMA HA PAMHINPUIAT, €THHCTBEHHS aKTHBCH METa0OIUT Ha paMUIIPHIE C€ JOCTHTa 2-4 vaca
cijle/] pHeMa Ha paMunpil. CtallMoOHApHUTE ILTa3MEHH KOHUEHTPALMK Ha paMUNIPHIAT CICH

IpHUIarane BEAHBXK AHCBHO HA OOUYaHHM A03M paMHUIIPpHI ¢ JOCTHIAT CJIe]l OKOI0 YCTHPH NHH
JICHCHHE,

Paznpepenenue

CBBP3BAHETO ¢ [UIa3MEHUTE NPOTEUHH HA PAMMIIPII € OKOJIO 73 %, a TOBA Ha paMHITPUIIAT OKOJIO
56 %.

buorpatcdopmMauus
PamMunpun nouTH HalTBJIHO c€ METadOIM3UPa A0 PAMHIIPWIAT, H 10 THKETOIIHIIC
JAHKETOITHITEpa3HHOBA KHCENHHA, U TJIIOKYPOHUIHTE Ha pAMUIIPAI U paMHIIPHIA

EnvMunvpane
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EKCeruHHTa HAa METAOOJIUTUTE € MPEeIHMHO 6’bﬁpeq1{a. ILnasMenaTa KOHIEHTpAUHA Ha paMHIPHITAT
HAMAJIABA 10 MOJIH(pa30B HaYMH. [Topagyu HEroBOTO CHIHO, Hacumamo cebp3saHe ¢ ACE u 0aBHOTO
pazfieNITHe OT €H3UMAa, PAMHANPWIAT II0KAa3Ba YAb/DKEHA TePMHHAIHA eIMMHHAITHOHHA (pa3a MpH MHOTO
HUCKHM IU1A3MEHU KOHLICHTPALIMH.

Chel MHOTOKPATHO MPHIAraHe Ha J03H PAaMHNPWI, BeOHEXK AHEBHO, EPEKTHBHUAT MOTYKHBOT HA
pamunpunar € 13-17 yaca 3a 103u oT 5-10 mg W O-THIBI 3a MO-HHCKHTE A03M 1,25-2,5 mg. la3u
pa3lIHKa € CRBbP3aHa ¢ KaraluTeTa 34 HACHUIIAHE HA €H3HMA UPe3 CBBP3BAHE ¢ paMHIIPHUIIAT.
EnHoxpaTHa nmepopainHa 103a paMUNPHI 1aBa HEOTKPUBAGMO HUBO HA PAMHIIPHIT H HETOBHTE
MeTabOIUTH B KbpMaTa. O0ade eekThT npy MHOTOKpaTHO NpiUIaraHe € HEM3BECTCH.

Hayuenmu ¢ 6vbpeuno yepexcoane (BK. Touka 4.2)

BpOpeunaTta eKCKpelua Ha paMUNPUIIAT € HAMAJIEHa [IPY [AlWeHTH ¢ HapyeHa 6B0peyHa (YHKIIHS,
¥ OBOpEUHUAT KIIHPBHC HA PAMHIIPUNIAT € MPONOPLHOHATHO CBBP3aH ¢ KPeaTHHHHOBHSA KIHPBHC.
ToBa BoaM 710 NOBHILIEHA [Ta3MeHa KOHIICHTPALI Ha PaMUIIPUIIAT, KOATO HAMAIABA MO-0aBHO
OTKOJIKOTO IIPYA UHOUBH/M ¢ HOpMa/IHa 0p0peyHa QyHKIES.

lIayuenmu ¢ weprnoopotHo yepesicoarne (BX. Touka 4.2)

[Tpu nauxeHTH ¢ HapymeHa YepuoapodHa GyHKIMA, MeTabOIH3UPAHETO HA PAMHITPHI JIO
paMHIIpUIIAT € 3a0aBeHO, MOPaJlH HAMAJIeHATA AKTUBHOCT Ha HEepHOAPOOHUTE ecTepast U IUIA3MEHHTE
HHBAa Ha paMUIIPHA TTPH TE€34 NALMEHTH ¢a NoBHLICHH. [ [MKOBHTE KOHUEHTPALHH HA pAMMIIPUIIAT IIPH
T€3H [MalMeHTH, 00aye HE Ce pa3IMYaBaT OT Te3M HAOJIKOJaBaHH NPH HHIMBUIH ¢ HOPMAJIHA
YepHOAPOOHA (DYHKIIHA.

XHAPOXJTOPOTHAZH]L

ABcoplbuiug

Cnen mepopaiHo NpmwiokeHue okono 70 % o1 XuapoxmopoTHasHaa ce abcopOHpaT OT CTOMAITHO-
ypeBHUA TPakT. [[HKoBa TNa3MeHa KOHIIGHTpAIlHA Ha XHAPOXJIOPOTHA3H/L €€ JOCTHTa B PaMKHUTE Ha
1,5 7o 5 yaca.

Pasznpeneneuue
CBBp3BAHETO ¢ IUIA3MEHUTE NIPOTEHHH Ha xunpoxioporuasug e 40 %.

buoTpanchopManns
XUAApOXIIOpOTHAZUA IPETHPIABA HEIHAUHTE/ICH YEpHOApOoOeH MeTabOTHIBM.

EauMUAnupane

XAapoxnopoTUa3un ce eTUMUHHEpPa TOYTH HambaHo (> 95 %) B HempoMeHeHa (opMa npes Ob0peuuTe;
50 po 70 % ot eaHOKpaTHa NEpopasHa 103a ce eNMMHUHHPAT B paMKHTE Ha 24 yaca.
ENMHMHHAIMOHHHAT MOJIVKUBOT € 5 10 6 Jaca.

Hayuenumu c 6v6peuno yepescoane (Bx. Touka 4.2)

brOpeuHaTa exCKpelHs Ha XHAPOXJIOPOTUA3H/l € MOHWKeHA TP MALMUEHTH ¢ HapylleHa Ob0peyHa
$yHKUUS 1 OBOPeUHHA KIHPBHC HA XUAPOXMOPOTHAZH € CBBP3aH MPONOPUHMOHATHO ¢
KpEaTHHUHOBHA KIHMPBHHC. T0ORa BOAW 10 HOBHIIEHA IUTa3MEHa KOHLICHTPALUA Ha XHAPOXJIOPOTHA3H]IL,
KOATO HaMaNABA NO-0aBHO, OTKOJIKOTO TPY MHAUBRHAM ¢ HOpMaliHa ObOpeuHa (yHKLHA.

Hayuenmu ¢ Yyeprnoopobro yepesicoane (B3, Touka 4.2)
Ipx marmenTH ¢ YepHoapoOHa HHMpo3a (GapMAKOKHHETHUKATA Ha XHAPOXIOPOTHA3H/ HE
3HAYMMO. PapMaKOKHHETHKATA HAa XHUAPOXIIOPOTHA3KA HE € IPOYYBaHA IIPH IaLHe
HEAOCTATBYHOCT.,
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PaMHIpia H XUOPOXJIOPOTHAZH

EqHOBpEeMEHHOTO IpHIIaraHe Ha paMHATIPHI H XUAPOXJIOPOTHA3H He 3acira TAXHATA OHOHATHIHOCT.
KoMOMHUPaHHAT OpOAYKT MOXE /1a C& CUMTA KaTo OHOCKBMBANICHTEH Ha IIPOIYKTHTE, ChbABLPKAIIH
OTACTHATE KOMIIOHEHTH.

5.3 1IpeaAKTHHHYHH JaHHH 32 0e30MACHOCT

Paviunpun + xuopoxiopomuasuo

[TpH IUTbXOBE H MHUILKHA KOMOWHALMATA OT PAMUTIPUI K XHPOXAOPOTHA3H HAMA OCTPA TOKCHYHOCT
no 10 000 mg/kg. IIpoyuBanusiTa mpi MHOTOKPATHO IIPHJIAraHe, MPOBEICHH NPH IUTEXOBE H MAMMYHH,
MOKA3BaT CaMO HAPYINEHUA B €IEKTPOJIMTHUA GanaHc.

PenpomyKTHBHH NIPOYYBAaHKA IIPH TUTEXOBE H 3aMLIH NTOKA3BAT, Y€ KOMOHHALUATA € OHAKBIE MO~
TOKCHYHA OT CAMOCTOATENIHUTE KOMITOHEHTH, HO HUTO €IHO OT APOYYBAHUATA HE TIOKa3Ba
TEPATOreHEH €(MEKT Ha KOMOUHAIIMATA.

He ca npose:xiaHu Mpoy4BaHHS 3a MyTar¢HHOCT M KAPLUHHOTEHHOCT ¢ KOMOHHALHATA.,

Pamunpun

PazurHpeHHTE H3MUTBAHKS 3a MYTareHHOCT, [IPH KOUTO ¢a H3IMOI3BaHH HAKOIKO TECTOBH CUCTEMH, HE
ca ATy HHIAHKAlUHM, Y& pAMUTIPHIT IPHTEXAaBa MYTATEHHH WITH TeHOTOKCHYHH CBOHCTBA.
J[BArOCpOYHUTE IPOYUBAHUS [IPH ILTBEXOBE M MHIIKH HE ¢a JaIH HHIMKAIIH 3a TYMOPOTCHEH €(eKT.
brOpeunnTe TYOYNH ¢ OKCHDUIHHK KIETKH H TYOYJIHTE ¢ OKCH(IUTHA KIEThYHA XHUIISPIUIa3us IpH
ILTBXOBE C€ PasriIeikaaT KaTo OTTOBOp Ha GYHKUHOHAIHH H3MEHEHHI H MOpQOIOTHYHHU IPOMEHH, a
HE KaTO HEeOILTACTUYEH UMH NPEeTHEOIUTACTHYEH OTTOROP.

Xuopoxaopomuaszuo

XUOpOXJIOPOTHA3HI HE € TeHOTOKCHUEH iR Vitro B Tecta Ha EiiMc 3a MyTareHHOCT Ha amoBe TA 98,
TA 100, TA 1535, TA 1537 u TA 1538 Ha Salmonella typhimurium ¥ B TeCTa 332 XpOMO30OMHH
abepalluy Ha AYHUIUTE Ha KuTaickH xaMmctep (Chinese Hamster Ovary, CHO), nuro in vivo B
TECTOBETE, H3II0JI3BAIlA XPOMO30OMH HA 3apOJMIIHY KICTKH HA MAIUKH, XPOMO3OMH Ha KOCTEH MO3bK
Ha KMTaHCKH XaMCTep U I'eHa 3a pelieCHBHA JETANHOCT, CBhpP3aH ¢ moja Ha apo3oduna. I1omnoxuTenHu
PE3VJITATH OT TECTOBETE Ca IIOIYUEHH CaMo B in vitro TectoBete CHO Sister Chromatid Exchange
(KIaCcTOreHHOCT) U B TecToBeTe Mouse Lymphoma Cell (MyTareHHOCT), IPH U3M0I3BaHe Ha
KOHICHTPALMY Ha XUApoXiopoTiasin oT 43 no 1300 pg/m), kakro u B Tecra Aspergillus nidulans
non-disjunction TIp4 HEYTOUHEHA KOHIIEHTPALHS.

JIBYTOHUIIHHU [IPOYYBAHHSA 32 XpaHEeHe HA MULLKH W ITbXOBE, MPOBCACHH 101 erHaaTa Ha
Haumonannara Tokcukosnoriuda nporpama Ha CAILL (National Toxicology Program, NTP), ne
pa3KkpHBaT JOKA3ATENICTBA 3a KAHLCPOreHEH MOTEHIIMAJl Ha XHUAPOXJIOPOTHA3H] IIPH KEHCKH MHUIIKH
(npu o34 00 npubnuzuTtento 600 mg/kg/meH) UITH npu MBbXKKHA ¥ JKEHCKH MUIBXOBe (MPU J03H 10
npubnuzuteaso 100 mg/kg/nen). NTP, odaue, oTkprBa HeeHO3HAYHH JOKA3ATENCTBA 32
XEMaTOoKapUMHOr€HHOCT MTPH MBKKH MHIIKH.

6. PAPMATIEBTHYHN JAHHH
6.1 CnHChbK HA IOMOIHATE BeIMECTBA

TaGnerku S mg/25 mg

XHIIPOMENO3a

NPEKCIIATHHUZHPAHO LIAPEBHYHO HULLIECTE
MHKPOKpHCTATHA TIeTYJ1034a

HaTpHER cTeapwidpymapar

6.2 HecbBMeCTHMOCTH

Henpunosxumo.
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6.3 Cpoxk na rogocr

3 TOUHH.

6.4 CrneunajHH yCJI0BHS HA ChXPAHCHHE

To3u nmexapcTBEH NPOAYKT HE U3UCKBA CTICIIHANHH YCIOBHS 33 ChbXPaHEHHE.

6.5 /lanHH 32 ODAKOBKATA

5 mg/25 mg: omakoeku ot 10, 14, 18, 20, 28, 30, 45, 50, 56, 98, 99, 100, 300, 320 TabaeTkH B
PVC/Alu 6nuctepu

He BCHYKH BHOORE ONaKOBKH MoOrat aa 64T MyCHATH B mpoaaxoa.
6.6 Cuoennajnn npeanasHn MepPKH NPH H3XBbPJISHE

Henznon3BaHUAT JIEKapCTBEH NIPOAYKT HiIH OTIIaXBUHATE MAaTepHAIH OT Hero Tpatsa Jia ce
H3XBLPJIAT B CHOTBETCTBHE C MECTHHUTE H3UCKBAHUS.

7 IMNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

OpaHuus

8. HOMEPA HA PABPEIIEHMUSITA 3A YIIOTPEBA
20030628

9. JATA HA ITBPBO PASPEIIIABAHE/ HOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Harta Ha nspBo paszpemasane: 07.10. 2003r.
IlonnoBaraHe Ha pazpelieHUeTo 38 ynotpeda:.05.10.2016 .

10. JATA HA AKTYAJIMBUPAHE BA TEKCTA

01 aBryer 2023 r.
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