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TECITIAJTAH HCT 20 mg/5 mg/12,5 mg ¢unmupany tabnerku ;
TESPADAN HCT 20 mg/5 mg/IZ 5 mg film-coated tablets 18 B s o

TECI'IA}:[AH HCT 40 mg/5 mg/12,5 mg chnMHpaHH Tabnerku
TESPADAN HCT 40 mg/5 mg/12,5 mg film-coated tablets

mg (bwlmnpauu mﬁne'nm

2, KAYECTBEH U KOJIMIECTBEH ChCTAB

TECITAJAH HCT 20 mg/5 mg/12,5 mg ¢unmupanu tabnerku

Besika dunmupana tabnerka cpabpka 20 mg onMecapran mesiokcomuit (olmesartan medoxorml) 5 mg
amnoannuH (amlodipine) (kaTo amnoaununoB 6e3unar) u 12,5 mg XuapoxiopoTHasua
(hydrochlorothiazide). ‘ ;

TECTIAZIAH HCT 40 mg/5 mg/12,5 mg (]mnMHpaHu TabneTku

Beska cpnnmnpal-ra Tabnerka chaBpika 40 mg onmecapran Menokcomun (olmesartan medoxomil), 5 mg
amnoaunuH (amlodipine) (kaTo amnoaunuHoB Oe3unar) 1 12,5 mg XxUApOXNIOpOTHA3HI
(hydrochlorothiazide).

TECHAJIAH HCT 40 mg/10 mg/12,5 mg gramupann rabieikm
Beska mavupana rabaerka chabpia 40 mg oamecaptan metokcomna (olmesartan medoxomil). 10 mg
AMNQIHINH (amlodlpmc.) (ha"ro AMJIOAHIIHHOB oummt) n 12,5 mg XMAPOXIOpOTHASHIL

‘3a ITBJIHKA CIIMCEK Ha NMOMOLIHKTE BEIECTRA BIDKTE ToUKa 6.1, -

3. JEKAPCTBEHA ®OPMA

®unmupana Tabnerka.




TECIHAJIAH HCT 20 mg/5 mg/12,5 mg (unmupanun TabneTku
BnenoopaH}KeBa KpbIJia, (])Hnmnpal-la Tabnerka c nuameThp 8 mm ¢ Haanue C51 or ennara cTpana.

TECI'IA,U,AH HCT 40 mg/5 mg/12,5 mg dunmupann Tabnetkn
BaenoxwbnTa, kpbrna ¢punMupana Tabnerka ¢ aAvameTsbp 9,5 mm ¢ HaaIMC C53 oT exnara cTpaHa.

TECTIAJZIAH HCT 40 mg/10 mg/12,5 mg dunmmpanm Taﬁ.ne’rxu :
Cukapouepsena, kpbruia, puamupana tabierka ¢ anamersp 9.5 mm ¢ Haanue CS5 oT eHaTa crpaHa.

Swg@@xmc nagnuc C54 ot eaHaTa cTpana,

i

Bnenowm,_psamm, rjmnmnpaud TabJierka ¢ pasmepu |

4. KJIMHUYHH JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS
JleueHune Ha eceHLIMAIHA XUIIEPTOHMA.
Hobaevuna mepanun

e TECIIAJIAH HCT e nokasaH npy Bb3pacTHH NALIMEHTH, IIPH KOMTO BHCOKOTO apTepHAIHO
HaJisraHe He ce KOHTpoIMpa A00pe OT KOMOMHALMATA O/IMECapTaH METIOKCOMHIL M AMITO/IUTIHH,
npHeMaHy KaTo GpuKcHpana JJ.BOHHa KoMOuHaums.

3amecmumenHa mepanus

Tecnanan HCT e nokasaH kaTo 3aMeCTHTENHA Tepanys NP1 Bb3pacTHHU MalMEeHTH, YHETO apTepHaliHO
HajsraHe ce KOHTpoiMpa nodpe oT KoMOMHaLMATA OJIMecapTad MeIOKCOMMIL, aMJIOIMITHH H
XWAPOXJIOPOTHA3KL, TIPHEMaHH KaTo (PUKCHpaHa JIBoiiHa KoMOuHaMa (OJIMECapTaH MEIOKCOMHII H

aMJI0JIMITHH MITH OJIMECapTaH MEeIOKCOMMII M XWIPOXJIOPOTHA3H) M OT/IE/IHA JIeKapcTBeHa (popma
(XMIPOXJIOPOTHA3UA WIW AMIOOHIINH).

4.2 JLo3NpoBKA B HAYMMH HA NPHJIOKEHHE
I o;ﬁnonka
.Bbzbaﬁnn : ‘ _
,Hpenqﬁ'ggwfeﬁléam nosa na TECTIAZIAH HCT el TabneTka mqéﬁﬂd. ‘
) ;;Z.Ioﬁda'buna mepanus ‘
Tecnanau HCT 20 mg/5 mg/12,5 mg Moske ia ce npuiara npy NaLHueHTH, TIPH KOHTO apTepHaﬂHcrro
. HaJSIraHe He ce KOHTPoypa 1obpe ot onvecapraH Menoxcomm 20mgu amno,mdrxmi 5 mg, npnemal—m i

~ Kato cbnxcnpaﬂa n1BOifHA KOMﬁﬂHallwl

Tecnanau HCT 40 mg/S mg/ 12 ,5 mg moxe ﬂ.a ce npunara npu NaLKeHTH, npu KOWTO aprrepua.zmm‘o
© HajsraHe He ce KOHTpOJ'ala n06pe OT onmecapTan MenokcoMun 40 mg ¢ amnonnnuu 5 mg, npue

KOHTpO/IMpa )106pe or Tecna,nan HET. 20 mg/S mg/ 12,5 mg

Tecnasnan HCT -'l_() mg'5 mg'23 mg MOKE /1 C€ NPHIATa PH Nl IHCHTAL TIPH KOKWTO apy
_ Hasrane He ce kourpoaupa aobpe o1 Tecnazan HCT 40 mg/S mg/12.5 mg.

3




 MOJKe /13 ce NPHJIATa (PY NALUEHTH, IPH KONTO apTepHaiioTo
ecapral Menoxcommmﬂ mg n aMJIOJIHI'I‘HH 10 mg, npuemann
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TIpenm npemMunaBae Ha TpOHHATa KOMOMHALMA C€ NPEMOPHHBA NOCTENEHHO THTPHPaHE Ha I03NTE Ha
OT/IEJIHUTE KOMIIOHEHTH. Moske 1a ce MMa Npe/IBU/ M AMPEKTHO NpeMHHaBaHe oT NBOKHA (pHKCHpaHa
koMOMHaLMA Ha TpoiiHa uKcHpana KOMOHHALHA, aKO € KIWHHYHO JI0TTyCTHMO.

3amecmumenna mepanua

TaumenTyTe, NIPH KOUTO € NOCTHIHAT KOHTPOJ OT CTaOMIIHH /103K OJIMECapTaH MEIOKCOMMIL, aMJIOIHITHH

¥ XMIPOXJIOPOTHA3M/I, KOTO ce NPHeMAT KaTo JBoiiHa (uxcrpana komOuHaims (onvecapTaH

ME/JOKCOMIUI M aMJIOJITIMH WITH OJIMECApPTaH MEIOKCOMMI H XHJIPOXJIOPOTHA3K /) H OT/EIIHA JIeKapcTBeHa -
dopma (XMAPOXIOPOTHAZH/ HITH AMIIOJIITAH), MoraT Jia npemunat Ha Tecnanan HCT, ceapbpsxain

CBILMTE I03H Ha OTAEJIHUTE KOMIIOHEHTH.

MakcumanHata npenopbunteina aoza Ha TECTIAZJAH HCT e 40 mg/10 mg/25 mg axeBHo.
ITannenTH B cTapuecKa Bu3pacT (Ha BB3pacT 65 roJuuu u nopeyve)

ITpenopbuBa ce BHUMaHHe, BKIIOUMTEITHO NI0-YECTO NMPOCIEsBaHEe HA apTEPHAIHOTO HANATAHE NPH
NalMeHTH B CTapuecka Bb3pacT, 0coOeHo MpH NPWIOKEHUETO Ha MAKCHMAIIHATA 11032 TEC]‘]AI!,AH HCT

40 mg/10 mg/25 mg aHeBHO.

YBenuuaBane Ha 103aTa NPH TIALMEHTH B CTApPYeCKa BB3pacT TpaAGBa Jia ce NPaBH ¢ BHUMaHue (BIKTE
ToukH 4.4 1 5.2).

M10ro orpaHiueHy 1aHiy ca Hanuuny 3a ynorpebara na TECTTAJIAH HCT npy naunentn nan 75
rOJAMHWA WIH N0-Bb3pacTHH. [IpenopbuBa ce NOBUILEHO BHUMaHHE, BKIIIOUUTETHO 110-4€CTO
npociieasBate Ha apTepHaIHOTO HaJIATaHe.

E"bﬁpelmo yBpexsane

MaxkcuManHata 103a IpH NALHEHTH C JIEKO 710 ymepeno 61:6})6‘11—]0 prem,uaHe (KpeaTHHUHOB KIIMPBHC
" 30-60 mL/min) e TECTIAZIAH HCT 20 mg/5 mg/12, 5 mg Nopajiu OrpaHUYeHHs OIIHT C /103aTa OT 40 mg
~ OnMEecapTaH MeIOKCOMIJI TIPH Ta3H IPyTia TIALHEHTH. ; '
Ipy narmenTy ¢ ymepeHo 6b6peuno YBpeXK/IaHe ce npenopbqsa NpoCiieigBaHe Ha cepymmre
xomlempaunn Ha KaJIHi H eramHnHa.

annO}KEHHe’m na TECIIAZIAH-HCT npu TALMEHTH € TEKKO 61>6pequ YBpesKnaHe (eraTHHHHOB
KJ'IH[J‘bHC <30 rnL/rmn) € npomaonox&auo (BH}KI'G Toukn 4.3, 4.4 1 5.2).

‘Yepuoapobno ynp'e}maue o

TECIIAII,AH HCT TpHGBa nace nppmara C NIOBHIIICHO BHHMAHHE Npy naunemu C JIEKO qepHonpOGHo
yspemaﬂe (Bumquu 44n5. 2) : ‘

: Hpu NALHEeHTH € ymepeuo qepnoupoﬁ}io YBpeXKaaHe MaKCHMaJTHATA 71033 He TpsOBa 1a HazlB
- TECHAJZIAH HCT 20 mg/5 mg/12,5 mg Beanbk AHeBHO. [Ipn nauueHTHTE ¢ 4epPHOAPOOH,
e npenopmna CTPUKTHO' NpoCneNsBate HA apTEPHATTHOTO HaslsraHe n 6uOpeunara (pyHk




Kaxro npu BCHYKH KaNUHEBH aHTaroHHCTH, NOAYXKHUBOTHT Ha aMNOANIHH € YIABJLKEH MPH NallMCHTH €
yBpezieHa YepHOAPOOHA QYHKIMA H NPENOPLKK OTHOCHO NO3HPOBKATA HE €2 YCTaHOBCHH. Eto 3amo
TECHAJAH HCT tpa6sa aa ce npanara ¢ noBMilleH0 BHHMAHKE TIPH T34 NALMEHTH.
DapMaKOXMHETHYHUTE CROFCTBA Ha AMJIOZMITHH He Ca NPOYYEHH IPH TEKKO UEPHOAPOGHO yBpeK/IaHe.
JleuenneTo ¢ aMIIOIKE TpsOBa fa Ce 3ano4He C Hali-HACKATA 1033 M A ce Tmpnpa GagHo npH
nauneﬂm ¢ HapyuieHa qepnonpoﬁna PyHKLMS.

IMpunoxenuero Ha TECTTAJIAH HCT e npoTHBONOKasaHo NpH MALMEHTH C TEXKO YEPHONPOBHO
yBpesiciane (Bwkre Touku 4.3 1 5.2), Xonecrasa Wi bunvapha obcrpykuus (BIwKTe Touka 4.3).

Henparpuyuna ooy Ianus
TTopanu munica Ha Aanry 32 Gezonacuoct 1 ednkacrocT TECTIAJIAH HCT #e ce npenopriea npH
naumenty noa 18 roquny. .

Haunn Ha npuioxeHne:

_ Tabnerkara Tpa6Ra fia Ce NOTIBINA ¢ IOCTATHYHO KOJIMHECTBO TCHHOCT (HaNp. e/1Ha YaIla BoZa).
Ta6nerxara He Tpa6Ba Aa ce COBBKEBA M TPSOBa /1a Ce NPHEMAa IO eAHO H CHLUO BPeME BCEKH JIeH.

TECTIATTAH HCT moxe na ce npueMa ¢ unu 023 Xpana.

43 IIpoTaBONoKA3AHHS

CBP'BX‘IYBGTBWHOCT KbM 2KTHBHHTC BCHICCTEA, KbM MXHHPGHHPWHOBHI‘G TpOR3BCAHH KK KbtM
MPOK3BOAHH Ha CYIOHAMKANTE (ThA KATO XHAPOXIOPOTHA3HT € nponsno,tu{o Ha cynOHAMHIIATE) HITH
KBM HIKO€ OT ITOMOLITHHTE BEIIECTRA, P]36p0€HP] B TOYKa 6.1.

* Texxo 6uGpetino yBpéskaane (BrKTe Touka 4.4 1 5.2).
PedpaxrepHa XHIOKIHEMHS, XHTIEPKALHEMHA, XHI]OHa'I‘pHeMPIﬂ H CHMITOMATHYHA XHTIEPYPHKEMHA.

Tesxka veproapobHa HEfOCTATLYHOCT, XONEeCTasa U 3abosABaHnz, npomqanm c 61annapua oﬁcrpymmﬁ
(BvxTe TOVKA 5.2).

2-py 1 3-TH TPUMECTRP OT 6peme1—mocrra. (ercre TOukH 4.4 1 4.6).

EpnospemendaTa ynm‘peﬁa aa Tecnanan HCT ¢ AAMCKHPEH-CH/ILPIRAIUN TIPOAYKTH € NIPOTHEOTIOKA3aHA
. OpH Hauue}m—l ChC 3axape}1 mdaﬁe'r WIH 6&.6pet1Ho pre}}c,uaHe (GFR < 60 m];’mmf 1,73 mz) (B)]{ TOYKH
) 5 H 5 1) .

' Hopa,md Haan'HeTO-Hé aMJIOTANUH B crctara ey, TECTIAZIAH HCT ¢ MpoTHBOMIOKa3aH TIPH TIALHEHTH . -
- ok (Bmoqmenﬂo RameoreHeH mmc), .

- Tenxa XHIOTOHHI ' o _

- © 7 obcTpyKImd Ha H3X0za- Ha JMBaTa Kamepa (Hanpmaep BHCOKa CTETIEH Ha aopTHa CTeHo3a)

- XEMOIMHAMAUHA HECTAGHNHA ChpAEUHA HEAOCTATHYHOCT Clejt ocrbp MHOKaleeH uHdapkKT.

44" Crexmammu hpeﬁynpeﬂmmun ii'npenn'asnn' Mepin npn ynotpeda -

o Hanﬂen'm ¢ XHIOBOIEMHU HITH nomm(en na'rpnn
Tlpu nauneﬂ'm KOHTO' AMAT TIOHIDKaBale Ha KpBBHMA obem an:rm noHkeH HanHH Bcnencnme Ha

" i HACTBITH CHMITTOMATHYHA. XHHOTOHHJ] oco6eH0 cnen npnema Ha anBaTa 11034 Hpenop
| KOpHUrpaHe Ha ToBa C'bCTOSIHHe npesH npmomeﬂuem Ha TECHAﬂAH HCT UNH cmn s
MEJHLHHCKO nabmonenne an 3am04Bate Ha EYeHRETO. : S



,[[pyrn C]:CTOIIHHH, ]]_pl)'l'l’l‘lalulfl CkC C’I'I/IM}’J]H]JEIIIC Ha pemm-anruoTen;mn-a.rmom‘eponosa'ra
CHCTEMA :

Tlp# MaitEHTH, YHITO CH/IOB TOHYC ¥ G1Opeusa (YHKIMA 3aBHCAT OCHOBHO OT aKTMBHOCTTA Ha
CHCTEMATA PeHHH-AHMHOTEH3MH-AIIOCTEPOH (Hamp. NaleHT! C TEKKa 3aCToHHa ChpAeHHa
HEOCTATBYHOCT WM C IPHAPY KaBauIo 610peyHo 3aonaBaHe, BRIIOYUTENIHO-CTEHO3a HA fnOpeyiiaTa
apTepHs), JICUEHHETO C JICKAPCTBCHH NIPOAYKTH, KOMTO NOBIHABAT Ta3H CHCTEMA, CE CEB3BA ¢ TOKKA
XHMOTOHMA, 230TEMUA, ONMTYPHS MM PARKO O 0cTpa GLOpeUHa HeNOCTaTHYHOCT.

PenoBaszaina Xunepronus

ChLUECTRYBA IOBUIIEH PHCK OT TEXKa XHIIOTOHRA M GuOpeuna Henocran,qﬂom‘ KOFaTo MaLHEeTH ¢
IBYCTpaHHa CTEHO3a Ha OBbOpeUHHTe apTEPHH WK CTEH03a HA apTepUATA Ha eIHHCTBCH (yHKLMOHHpAl]
OBOpex NPOBEKAAT JTIeueHHe € JIEKapCTBEHH NPOIAYKTH, KOHTO TIOBNMABAT PEHNH-aHMMOTEH3HNH-
ANJOCTEPOHOBATa CHCTEMA. ' -

Bu6peuno yspexnane A fn0peuna TPAHCIUIAATANNS

Koraro TECTIAJJAH HCT ce npunara nps nauyents ¢ yspeaena 6u0peuna QyHKIW ce Ipenophisa

THIEPHOIMYHO NpociieAsBate Ha KOHIEHTPALAHTE HA CEPYMHHA KalHit H HABATA Ha KPEaTHHHHA.

IMpunoxennero na TECITAJTAH HCT re ce npenopsiea npH NALECHTH € TEXKO Gbﬁpeqﬂo yBpexXnane

{(kpeaTHHHHOB KIMpbHE < 30 mL/min) (Bwkre Toukn 4.2, 4.3 1 5.2).

A30TeMMs, BCITEACTBHE NPHIOKEHHETO Ha THASHAHH JHyPETHLIH, MOJKE A2 HACTBITH IPH TIAHHEHTH C

Hapyiiena 6u0peuna GyHKiMs.

TlpH HacTiBaHe Ha Nporpecupaino 6bOPEYHO yBpeKaHe € HEOOXOAMMO BHUMATENHO NPEOCMUCIIAHE Ha

TepanuATa, KATO ce 0GCHAN NpeyCTaHOBABAHE HA MYPETHUHOTO JICUEHIE.

Juncea onur ¢ npunoxenyero a TECTIAZIAH HCT npu natyenTH ¢ 1aCKOpo HanpaeeHa on0peyna

TPHCIUIAHTALIMA WIH [IPH NANMEHTH ¢ 61>6pelmo YBpexiaHe B xpaeH cTaaui (T e. eraTHHHHOB KJIH]J'I:HC
- < 12 mL/min). - :

Jleoiino GnoKupane Ha peHHH-aHmOTenan-aJmocTepouosa'ra cucrema (PAAC)

FiMa aanny, ve eHoBpementara ynotpeba Ha ACE nixubutopy, anrnotensun li-penernropin 61okeph

JITH aANCKHpEH TIOBRIIABA PHCKA OT XHIIOTOHMA, XHIIEpKANHEMHA H HamMaiBaHe Ha Ob0peynara

dyniams (BnOUMTETHO OcTpa GBpOpeuHa HefocTarkuHocT). [lopany Topa HE ce NpenopbyBsa IBOHHO

Gnokupare Ha PAAC upes komGurnpanara ynorpeba va ACE uhxuburopy, aHrsoTeHsuH Ii-

pelienTopnn 61okepH WA anuckupe (Bx. Toukn 4.5 1 5.1).

AKO ce TIpelIehH, 4e TepanuaTa ¢ ABoiHo 61oKkupane ¢ aGCoMOoTHO HeoGXOMMa, ToBA TpabBa na cTaea

C4MO NOJL HaBMIOACHHETO Ha CRELIHATMCT M TIPH MECTO BHUMATENIHO MOHMTOPHpaHe Ha OpOpedHaTa

PYHKLHS, €NEKTPOIHTHTE ¥ KPHEHOTO HATAFaHE.

ACE nnxmﬁn’ropm W AHTHOTEH3KHH H-peuenropnn 6J10Kepld He TpHGBa ,ua Ce Wanonzsar eﬂHOBpEMEHHO
- IpH na.lme}rm c J:maﬁefn{a Hetbponamﬂ

: ,qepﬂonpoﬁﬂo ynpemnane - :
Excnozsumsta Ha aMAOAWITHE 1 onmecap'ran MBII,OKCOMHJI ce. HioBHLIABA npn TIALHEHTH C qepno,upoﬁno
YBpEKIAHE | (Bmm"e Touka 5.2). . ' 7
OCBEH TOBA, MATIKH H3MEHEHHA B 6aﬂcha Ha,-reqﬂocm're H enem-pomme B X0fa Ha netlemaero c

© THASHZITE MOKE A YCKOPH HACTHNBAHETO Ha qepﬂonpoﬁﬂa KOM4 TIpH nauuem ¢ yBpeneHa q)ymmm
Ha vepHus Apod UK ¢ NporpecHpato qepHo;[pc)GHo 3abongBane.
Heo6x0a1Mo € 0co6EHO BHUMaHHE, KOTaTo TECHA,HAH HCT ce npuirara 1pH ITALHEHTH C JIEKO IO

' yMepeHO uepHOAPOGHO YBPEKAAHE.
Tlpn maumMenTH ¢ YMepeHo qepﬂonpoﬁno yspemane nosaTa Ha onmecapraﬂ MeIlOKCOMHJl HE TpHGBa ma

"HajBUIaBa 20 mg (BrKcre TOUKa 4.2). :
TTpu manpenTH C napylreHa yepHonpoOHa ClJYHKI.lHSI ACUCHUETO C aMIlOJ],H]'IHH T]J}lﬁBa na ce 3an0qﬂe c

. TI0-HHMCKATA BB3MOMKHA /1033 OT NpenOpBUaHKTE H Tpabea na ce nplmara c Bﬁuma}me KaKTo Hp}{ -
3a7I0MBaHe HA IEYEHHETO, TAKA M NPH YBEIMYABAHS Ha no3ara. : '
ITpunoxenneto Ha TECITAZIAH HCT e npoTuBonokasato TipH MIAUMEHTH c TEXKO 1a|epH<)

‘ pre)K,uaHe XOIIECTa3a WM 6u.nuap1-m oﬁcrpyxuwl (Bmicre TouKa 4 3)

- Creno3a Ha aoprHara u-mn"pa.rmam KIanm, oﬁchyKTuBHa xnneprm]m-ma Ka



Ilopamy ChOBLPKAHMETO HA AMIOANMNH B TECTIAJJAH HCT, xakto 1 Npy ApyruTe BazoAMIATATOPH €
HGOGXOJ.IHMO cnenHantHo BHHMAaHHE TIpH NMAUHCHTHTE, KOHTO CTpajaar or CTCHO34a Ha aopTHAaTa HiIH
MmpanHaTa Kiana WiH ot oﬁmpylmmﬂa xl—rneprpoqmqﬂa Kap;momﬂona'mﬂ

TIhpBHten annoCcTepoOHHIBM

TTanyenTHTe € IHPBHYEH aJlﬂ,OCTCPOHHS'BM KaTo 11470 HEMa Jla crrronopx*r Ha aHTHXHIIEPTCH3NBHA
NeEKapCTBEHH NPOAYKTH, KOATO RHCTBAT NOCPENCTEOM HHXHOKHpaHe Ha PEHUH-ANTMOTCH3HHOBATA.
cuctema. [lopaau TORA NPy TE3R NANMEHTH TPHIOKEHNETO HA TECHAJ_IAH HCT ne ce upenopuuea.

Me’raﬁoﬂnrnn H eHJIOKpHHHII ediexTH

Jleuenneto ¢ THA3HAM MOKeE [a BOLIM BhrAeXuapaTHus Tonepanc. [1pa naupenTiTe ¢ Auabet MOIKE 112 €
HeoOXOHMO KOpHIipaHe Ha JO3HTE Ha HHCYJIHHA UITH HA TIEPOPalHATE aHTAHabEeTHH cpenctna (BIDKTE
Touka 4.5). JlaTerTeH 3axaper guaGer MOKe 1a CTaHe MaHA(ECTEH B XOZIa Ha JICUEHHC C THA3HIIA.

HOBHH_IaBﬁHE Ha HUBATA HA XOJIECTePOJIa ¥ TPHIMHLICPHIUTE Ca HeXeNanH peaKilii, 3a KOUTO €
M3BECTHO, Y€ Ca CBBP3aHH © IEYEHHETO ¢ THA3HAHH JHYPETHIIH.

TIpn HIKOM TAUMEHTH, KOWTO NPOBSHAAT JIeUSRNE C THAHAK MOJE 8 HACTHIN XUNCPYPHKEMIA WA fa
Cce BNOLIA H3ABeHa Mojarpa. ' '

EnexrpoanTten ancbasanc
KaxTo npy BCHUKH DAIWEHTH, KOUTO IPOBEIAT JIEYEHHUE ¢ JHYPETHLH, Ipe3 OAXO/ALIH HHTCPBATH
Tps6Ba [1a C€ OCHIICCTRABA IEPHOTHYHO OHPENENIHE Ha CTOHHOCTHTS HA CEPYMHHTE ENEKTPOIIMTH.

Tuazunyre, BKIFOYMTETHO XH.Z[pOXJIOpOTHﬂSH,E{‘LT MOTAT 13 MPHYMHST Juchananc Ha TEYHOCTHTE U
ENEKTPONHTHTE (Bmoqmenﬂo XUTIOKUTHEMMA, XHTTOHATPHEMHS H XHIIOXJIOPeMHYHA amca.nosa)
Tpenynpepurenuure CHMIITOMH Ha pucOanarca Ha TEMHOCTH H EJIEKTPOIHTH €A CYXOT4 B yCTaTa, HKaK/a,
cnabocT, OTIYCHATOCT, CHHAKBOCT, Ge3nokolicTro, MycKynsa SOnKa MM KpaMiy, MyCcKynHa YMOPpa;
XWIIOTOHHS, ONMFYPH3, TAXHKAPANS K CTOMALIHO-YPEBHH HAPYLUCHKA, KATO rajeHe A NoBpbLLaHe (BIKTE
Touxa 4.8).

PUCKET OT XMIOKAIMEMHA € Hal-TONAM TIPH [ALHEHTHTE ¢ 4¢pHOAPOOHA IMpO3a; IIPH NAIMEHTH ¢
M3paseHa IXWype3sa, NpH NauHeHTH, YHIETO nepopaleH MpueM Ha CJTCI(‘TpOJTHTPI € HeRaCTaThLieH H NpHu
NAHMEHTH, KOHTO NOTYYABAT CHITBTCTRALLO JiedeHHe ¢ kopTHkocteponan uin AKTX (swkre Touxa 4.5).

Or Apyra CTpaHa, Nnopaan aHTaroIrHs:Ma, KOWTO OJIMCCAPTAI MCLORCOMILL, B AL B ChLETABA H)
TECHAJAH HCT, ynpaxussa Bbpxy aHrHoTen3HH-11 peenopue. (A1) MOPKe 1a HACTHIIH
. XMAEPKANVEMuH, 000661-10 fIpH HatMUeTo Ha Oipeutio yEpesiciate WHIM CHPACUHA HEAOCTATEUHOCT M
3axapeH auaber. Tpencpsura ce mpmno npocie/iABAHe HA CEPYMHMA KasHH NpW | M3IOKEHHUTE HA PHCK '
' aupeny. FIHOBPEMEHHOTO NPHIIOHEHHE Ha KATHI-CEXPAHSBAUN JHYPETHLH, Kayki CHABPKALLH -
1106an14 HIH CHABLPKAIIM Kanuif 3aMecTHTENIH Ha CONTA M IPYTH IEKAPCTEEHH TIPOMYKTH, KOHTO MOTAT
/18 IOBHLIAT CEPYMHHTE HiBa ha Kanms (Hanp. xenaan) ¢ TECHHAJJAH HCT, 1pabsa 1a cTaka l'lpH
- TIOBHILIEHO Bmmaﬂﬂe (Bmxre Touka 4.5¥uc 9ECTO npocnemnaﬂe Ha HUBATA Ha KAJIHH. : :

J'Inncna’r noxaza'rent:’ma e onmecap'raﬂ Menoxcomm O1 MOTBII A BAMAJIH. WITH npe)lmpam )

JMypeTHK-HHYLlMpaHa XHI‘JOHanHeMHﬂ I{e(buum'b'r Ha XOpHAH obHu1aiino e JIcKo H3paseH M Halrl-‘-IeCTO

HE HSHCKBE ﬂequHE

~ Tnasu_ume MOTaT 1A TIOHMKAT excxpeunam Ha Kanmaii ¢ yanaTa 1 ia JIOBEJIaT [0 HHTEPMUTEHTHO L

JIEKO noBHIABaHe Ha cepyMHHs Kanuui BpH. JiMrica Ha Ho;mexcamn H3BECTHH Hapyme}mﬂ Ha - '

MeTabo/3Ma Ha KalllMs. : : _ o

: Xuncpxanmiemm]m MOME na 6’1:1!,6 ,uoxasa'rencmo 3a cxpm‘ 'xnnepnapa'mpeonﬂmfbm J'leq ¢

- THasHay Tpa0Ba na ce HpeyC'raHOBH npe,uu nponex{naﬂe Ha H3cne,uBaHHﬂ 3a OLICHKA'H
' ﬂapa}J_lHTDBH,HHHTe AJIE3H. - :

3& THAZHUAMKTE € H3BECTHO, He HOBHHJaBaT yp}ill}{aTd EKCKPCHH}] Ha MarHes3us, Koo
XHHOMaFHC3HCMHH ’



B FOPEUio BpEME NP NallMeHTH ¢ OTOLIH MOKE Na HAaCThIIH JANTYLHOHHA XMNOHATPHEMNKA.

JInrnii ‘
KaxTo u 33 npyiuTe avruoTessvH I[ peuemopﬂn dHTArOHUCTH SHORBPEMEHHOTO NpRNOKEHNe HA
TECIAJAH HCT u siaruii He ce npenoprusa (BwkTe Togka 4.5). :

Copaeuna HeaoCTaTBIHOCT

Karo CHG)ICTBHG oT HHXI/]6I/IpaHeT 0O HA peHHH-aHFHOTCHSHH a.IU.IOCTCpOHOBaTa CHCTEMA NpH
NpeApa3noNoKeEHH TN MOTAT 1A €& OYaKBaT POMenH B OrOpeunaTa GyHKums.

Tlpu narMenTH ¢ TeXKKa ChpASYHA HEJOCTATLIHOCT, YHATO Hu0peuna hyHxuMst MOKE /12 3aBHCH OT
aKTUBHOCTTA HA PEHUH-AHTHOTEH3HH-aN0CTEPOHOBATA CHCTEMA ICUEHHETO € HHXHOUTODH Ha
AHTHOTEH3HH KOHBepTHpamms eH3uM (ACE) 1 aHTHOTEH3HH PELIEITTOPHH aHTarOHHCTH C€ CBBP3BA C
OMUIypHs WHIH IIPOTPecHpallia a30TeMHu H (PAAKo) ¢ ocTpa GBOpeyHa HEROCTATEYHOCT W/VJTH CMEPT.
TIaT{HeHTH ChC ChpIeHA HEIOCTATEYHOCT TpAtiBa Jia ce feKyBaT ¢ BHHMaHue. B reirocpouso, manebo-
KOHTPOANPAHO IIPOYUBAHE ¢ AMAOAMITMN 1K TIALMSHTH ¢ TeXKKA Chplieya HenocTarsunoet (knac
IV no NYHA) noknafeaHata 4ecToTa Ha Oenonpolen oTok € No-BHCOKA B rpyTNaTa Ha aMJIO/HIMH B
CpaBHEHHME ¢ I'PyIaTa Ha rranebo (BrwkTe Touka 5.1). biokepuTe Ha KanmMeBUTe KAHAIH, BRIIOTUTENHO M
AMITOJMIIHH, TPAORA [Ia ¢€ M3MO0M3BaT ¢ BHUMAaHKE NPH IIALHEHTH ChC 3aCTOHHA ChPLIcYHA
HEOCTATRYHOCT, Thil KaTO MOI'AT Aa IIOBHLIAT PHCKA OT OBIEIIM CHPACHHOCHIOBH HHUMECHTH H
CMBPTHOCT.

Inpy-nono6Ha eATEpoNaTHA

B MHOT0 pefIKH Clly4aH ce cho011aBa TeXKa, XPOHHYH2 JIHAPHA ChC 3HAYHTENHA 33ry0a Ha Terno npu
NalHeHTH, MPHEMALLA ONMECAPTAH HAKOIKO MECeNa 10 TOIHHH CIIekt 3alI0YRaHE HA JIEYCHUETO, BEPOSTHO
IPHYKHEHa OT JIOKAH3HpaHa PeaKIysd Ha CRPBXYYBCTBHTENHOCT OT 3a0aBeH THIL IIp';mﬂm'e GuOfCHH Ha'
TAIPCHTHTE Y€CTO TIOKA3BAT BHILO3HA anochﬂ. Axo Opy NAUUSHT C€ NOABAT TE3N CHMITTOMH TI0 BpEME
Ha JISYEeHHETO C QIIMECAPTAH, H TIPH JTHIICA Ha IpyTa OUCBHIHA ETHOJIOTHA, ISUEHHETO ¢ oMecapTaH
Tps6Ba j1a ce APeyCTaHORM He3aGABHO M 1 HE CE 3aN0uBa OTHOBO. AKO AHapuATA He ce MOROOPH B
TEUYCHHE Ha €[1Hd CeAMHIA CIIE] TPEKPATARAHETO Ha IIPpHEMa, TPHGBH Ja ce IpeaBHiH rnocnegsaia
KOHCYJITalM ¢BC CIELHANMCT (HaNpHMep TacTPOEHTEPOIOT).

XOpOPl,IlaJ]IEH H3JIHB , 0CTPA MRONHA H BTOPHYHA 3aKPHATOLIBJIHA TJIAYKOMA
XpapoxJIopoTHa3H, KaTo cYIPOHaMMA, MOKE /1a NIPE/IM3BUKA HAMOCHHKPATHH2 PeaKlus, H3pasqsallia
CE € XOpOK1aneH HAKE ¢ I.lecbeKT Ha 3pHTE/IHOTO MONE, OCTpa TPAH3WTOPHA MHOHHA H OCTpa
3AKPHTOLIRTHA TIAYROAM. CHMITOMBTC BENOUBAT 61)])",0 HAMAIABANHC HA 3PUTCIHATA OCTPOTA K
Gonxa B OUYHTE, KOUTO 0DMKHOBEHO Ce NOABABAT B PaMKEMTE Ha ‘-lEICOBC A0 CEAMMIIK CJIE/, NPUTAraHe Ha.
MeZIHKAMENTA. Henexyeauara octpa 3aKPHTOBTBIIHA TIAYKOMa N MOe /1a JIOBEAE 10 MOCTOAHHA 3ary0a Ha
3penero. [TppBa TepanesTHYHA CTEIIKA € IPeKBCBAHE Ha TepallisiTa C XHAPOXJIOPOTHAsH B Hal-KpaThk -
BB3MOXKEH CPOK. Mosxe fia ce HaloMH He3a0aBHO MEAHKAMEHTO3HO HWIH XHPYPIHUHO JICYCHHE ; 8KO '
_ BETPEOYHOTO HaAraHe He MOXe N1a Oble KOHTPOJIHpaHo. PHCKOBH (;)alcro;m 33 PA3BUTHETO Ha OCTPA
' 3aKPHTOBIBIHA ITAYKOMA.- MOFar i ObaaT aHaMHesa 3a anepmﬂ KM cymponamn.uu M HGHI{[I}UIHH

- '(Bpmcre Touka 4. 8) ‘

‘ BpemennocT _ : :
Jleuenue ¢ anrvotensin 11 peuemopHH aHTATOHMCTH He TpHGBa Jia ce 3arouBa 1o Bpeme Ha 6pemel-mocr
+ OceeH aKo MpOABIDKUTEIINATA TEPANHA © aHTHOTeH3MH 1L pelenTopHY aHTAMOHHCTH HE € Kpaiino

'HEOGXOJZ{HME! TIALHEHTKNTE, KOHTO TaHHpat GPeMeHHOCT, Tp50Ba fa peMMHAT Ha ICUCHHE € -

'aJITepHaTHBHu AHTHXHIEPTEH3UBHH JIEKAPCTBA, KOMTO HMaT yCTAHOBEH POl Ha Gezonachoct 3a
- IIPHNOXEHKE NPH Gpemennoct. [IpH ycTaHoBsBane Ha GpeMeHHOCT newennero ¢ arrvorensi 11

. pelenTOpHH aHTaronucTy TpAGBa Na Ghie nesabaBHO NPEYCTAHOBEHO M, aKo ¢ ymec:'mo Tpﬂ63a na ce;

‘3arouHe am*epﬂa’mnuo JeueHne (BPDKTC TOUKH 4 3n 4 6)

“ He,una’rpnqna rlony.maulm
] TECHA}_'[AH HCT HE € IJKa3aH APY IeHa 1 RO NOA 18-r0;1nm1—1a B’b3paC‘T

Iaunenrn B crapygcka BL3pact




[pr nauMeHTHTE B CTAapHecKka Bh3pacT ao3ara TpabBa fa ¢¢ yBeNW4aBa ¢ BHUManhe (BrokTe TOUKa 3.2).

(I)o'ro-lync'rnmennoc'r ‘ -
JIOKIanBanu ca cllyyan Ha peakiiu - Ha GOTOUYBCTBHTEIIHOCT an maswmn nnypemuu (BIOKTE TOUKA

~ 4.8). Ako e NIOSBH PEaKiHi Ha (OTOIYBCTEUTENHOCT 1O BPEME Ha neuenne ¢ TECITAJAH HCT, ce
NPENOPBYBA Jia C& NPEYCTAHOBH NPHEMA. AKO Ce Hallara Bb300HOBABAHE Ha NPHAATAHCTO Ha AMypeTHKa,
ce NpenopBHEa f1a ce NpeAnasear Y4acTBIVATE, MUIOKEHH Ha CTbHIE WK nakyceTeeHH UV A-irsuM.

Hemenaﬂomen PaK Ha KoXKaTa

B /iBe enMAeMUOIONHYHA NPOYHBaHAs, OCHOBABALIH Ce Ha NATCKHUS Ha].lHOHaJ'leH pakoB pemcn,p,
HaGIOaBaH NOBHIUEH PHCK OT HemenaHoMeH pak Ha koxkara (HMPK) [GasanHokiteTsueH KapiHHOM
(FKK) m cxBamosnokneTbueH kapiwHoM (CKK)] npu napacTsaiia excriosiUHa Ha KyMyJlaTHBHA 1032
xnppoxnoporsazan (XXT3). Gorocencubrunnzupauiure edeKkTH Ha XXT3 MOTaT Aa feicTsaT Karo
BEpOSTEH MEXaHN3LM 3a passuThe Ha HMPK.

Taunenrure, nppemaum XXT3, Tpa6Ea 1a Guaat uudopmupann 3a pucka or HMPK 1 cesetBann
PEZIOBHO /1a TIPOBEPSEAT KOYKATA CH 3 HOBH JIE3HHA M He3abasHO fa Cho0uIaBaT TIpH noABa Ha
TNIOAO3PHTENHY KovkHH Ne3ui. Ha narpenTyre Tpabea ha ce peropb4aT Bb3MOMKHH IPEBAHTHBHA MEPKH,
KATO OTPaHMMEHO H3TArale Ha CTBHYCEA CBETHHHA # YIITPABUONIETORM JIbYH, 8 B CITy4aH HA eKCHO3ULIAL,
MIO[IXOLILLA 3ALIMTA, 3 [1a CE CBEJIE A0 MUHMMYM PUCKET OT Pak Ha koxkata. [1o/103pHTeAHHTE KOXKHH
nesun Tpa6Ba aa GbAAT OANOMEHN Ha He3a0aBHO H3ceiBaHe, NOTEHUHAIHO BKIIOUBALIO XHCTONOTHYHH
M3CNeBaHHA Ha OHOTICHYHH MaTEepHANN. I]pepa:;rnemaﬂe Ha ynotpebara Ba XXT3 moxe /ia ce HanoxH
H TIpH TIALMEHTH, KOWTOo ca uMani npeaxoneH HMPK (sx. cbiio Touka 4.8).

OcTpa peciHpaTOpHA TOKCHYHOCT

Crleq preM Ha XMAPOXNIOPOTHAMJ c& ChoGIIABAT MHOTO PEAKH TEXKKH CITyiaH Ha 0CTPa pecniparopHa
TOKCHYHOCT, BKITFOUHTENIHO OCTBP PECUPATOPEH INCTPEC.CUHAPOM (OPJIC). Cnen mpueM Ha '
XHIPOXNIOPOTHE3H/L OGMKHOBEHO C¢ Pa3BrBa Genonpoben OTOK B paMKMTE HA MHHYTH J10 4acope. B

" HAYANIOTO CHMITTOMHTE BKMOUBAT UICTHES, IOBHIIEA TEMIIEpATypa, Biolapane Ha Genonpobrara -
PynKust B xunororua. Npy cemuenne 3a ARDS 1ps6ea a 6bae cnpss npuemst va TECIIAZIAH HCT
VI i3 Ce IIPHIIOAH TIOAXOAAMIO Jtedenyie. XHPOXIOPOTHA3HI He TPSOBa fia ce MpHUiara [IpH NalHeHTH,
KOHTO Tipe ToBa ca nomydasany OPJIC cien npueM Ha XHAPOXJIOPOTHAZHA.

dpyrn
KaKTO l'IpPl BCAKO aHTHXHHepT CH3HUBHO CpeﬂC‘TBO npe!canencrro HAMAallCHHC Ha apTeplriﬂJ]HOTO HARAraHe

IIPH NanyACcHTH C© McxeMHuHa bonecT Ha CBPLUCTO HIH HCXeMHYHa MO3BUHO-CHLIIOBA Gonect OH Morno aa
AOBCAC 10 MBEGRUPACI HH(I) IPRT MY HIICYIET.

. Peaxinm Ha CBp’bX‘-IYBCTBHTeJlHOCT KBM xunpoxﬂopomasun MOTAT A2 HaCTBIIAT npu NalMeHTH ¢ 1K 6e3
aHaMHe3a 3a anepms HIIH 6p0HXHaJIHa acma Ho ca no-neposmm I'IpH MaIWMEHTH ¢ Takasa aHaMHe3a.

: Exsauepﬁauﬂn Wi aKmBupane Ha CHCT‘EMGH JIYTIyC epmeMaTosyc ca cmﬁmaBaHu npu MPHIOKCHNE HA :
_ _THasmum nuypemun : :

Kalcro TIpH Bcntnm npyrH anruoTenzrd I PELERTOPHH am*arormcm ec])em*r Ha Hamanﬂsaue Ha

| apTepHATHOTO HANATaNe Ha OJIMECapTaH € JI0 H3BECTHA CTeTeH TI0-HACHK NPK HEPHOKOXKH NALMEHTH, B

- CPABHEHHE C OCTAHANTE MALMEHTH; BLIPEKH.TOBA, TO3M chexT He € HabmOnaBan TIPA HATO €IHO OT

. Tpme KJIHHWYHA npqunaﬂm c TECIIA,H,AH HCT, B Komo ca BKnloquH ‘]S]JHOKO)KH NalMeHT] (30%)
" BHIKTE C’I:I.LIOTD‘-IKaS | P :

" Topa. nekaprmso cw:rbpn(a RO-MAJIKO OT- 1 mmol Ha'rjpnﬂ (23 mg) Ha d)pmmupaﬂa Taﬁnerka, T&.
' HpaICTMlIECKI/I He ChIAbPKa Ha‘]‘pP]PI :

 Ednospemenito npuioncenue, Koemo He ce npenopwea .
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Humuii
O6patimo noka4BsaHe Ha CEPYMHHTE Konuempauun H Toxcnqnoma Ha m«mm ce cmoﬁmaBaT npR -
¢IHOBPEMEHHO NPHJICKCHHE Ha JIMTHI ¢ MHXWOMTOPH Ha aHrHOTEH3HH KONBEPTHPALLHA €H3HM M PAJIKO ¢
~ aprnorenzu 11 peuenTopHn aHTaroHucTH. B fombinerye Gp0DEUHUAT KTUPBHC Ha THTHA € NOHIDKABA
OT THASHIIATE M KATO CHCACTRHE MOXKE J1a C€ YEENHMUK PUCKLT OT ITHTHEBa TokcHdnocr. Tlopam ToBa He
ce IpenopbYBEa eNHOBpeMeHHOTO Npunovienne Ha TECTIALAH HCT w muruil (Biicre Touka 4.4). Axo
HPUIIOKEHHETO Ha Ta3H }(OMGMHEILIPISI ¢e OKaKe HeoDXOMMO C€ NPeropyYBa BHHMATE/IHO npocnemlBaHe
Ha CEPYMHHTE HHE2 Ha TMTAL

Ec)uospemeuuo HPUBOMCERIE, KOCMO WIUCKE ROSHIICHO BHUMOHIE

Barnogpen
Mojke 12 HaCTHIM IIOTEHUMPAHE Ha AHTHXUTIEPTEH3HEHA edhexc.

Hecmepouduy nponusoes3nanimen IeKGpCmeeny cpeccmed

HCTIBC (Hanp. aueT4ncaniuiiosa KHCeHa (> 3 g/naeBHo)}, COX-2 vHXHOHTOPH H HeCceleKTHBHHA
HCITBC) Morar Aa HaMaiaT AHTHXHNEPTEH3HBHATE eeKTH HA THASUANNTE JMYPETHIH H Ha
aHrnoTensHH 1l peuenTOpHUTE aHTArOHUCTH. '

TpH HAKO¥ NAlIMEHTH C KOMIPOMETHpasa GBOpetHa GyHKLHA (Hanp. NEXHAPATHPAHNA NAIeHTH HIIH
NAlHEHTH B CTAPYECKa Bb3pacT ¢ KOMIIpoMeTHpaHa GrOpeuna dyHKIAs) eRHOBPEMEHHOTO NPHIIOKEHHS
1a anrnorersnn 1l peLenTOpHH HTATOHHCTH M CPEACTEA, KOHTO HHXHOHMPAT UMKIOOKCHI€Ha3aTa, MOXKE
J1a ZIOBENE A0 ACIIBITHATENHO BloMaBaHe Ha OpOpednaTa Gy K, BIIIOYHTEIHO BEIMOXKHA OCTPA
6BOpeHa HeNOCTATHIHOCT, KOATO 0bMYaiiHo e obpatuma. [lopamy Tosa, KkoMOMHALHATA TPAOBA 44 C&
npunara ¢ NOBMIIEHO BHHMAaHAE 0COGEHO IIpH NMAlMEHTH B cTapaecka sapact- [auenTuTe TpabBa na
B BAT, IOCTATHUHO XMAPATHPAHH M Tpa6Ba a ce 06CHAM Ipociesissane Ha GrOpe HaTa QyHKIMA Ccnell
3aTI0YBaHE Ha CIHOBPEMENHATA TEPATIMS M NEPHOAMSHO CE] TOBA.

Ednospemenno npunoxcenue, Koemo mpabea oa ce uma npeosuo
Amupocmn
Moske 12 HACTBITH NOTEHUMPAHE Ha AHTHXHMIIEPTEH3MBHNA eEKT.

Jpyen anmuxune pPmen3tsHY cpeocmea
EdiexryT Ha NOHISKaBane Ha apTEPHATHOTO HAlLAraHe Ha TECI"IAI[AH HCT moxke na Gplle yCHIEH OT
€IHOBPEMEHHOTO TIPHIOKEHHE HA JPYIH aHTHXUIEPTCH3NBHY JIEKADCTREHH TIPOAYKTH.

Ankoxon, 6ap6umypamu CHHOMEOPHU YA ArHMUGEnPecanmmuy
Moxce Jia HacThbIH yCPIIlBaHe Ha opfrocra'mlma XHNOTOHHS.

_ ‘,B'bamoxmn Bsanmoneiicmn;i, cm,paaml c oﬂmeca'p'ran_ METOKCOMMIL: = -
Eanaspe.uenno npww:»cenue He cé npenopmaa

ACE uuxu6umopu, QHZUOMENSUH H pez;enmopnu 6ﬁoxepu wiit aﬂucmpeu -
* -JlaHB# OT KIMHUYHH POYYIBAHUA NOKA3BAT, Y€ ABOHHOTO Glokupane HA
_PEHHH-GHTHOTEH3MH-ANJ0CTEPOHOEATA cHcTeMa (PAAC) ypes Komﬁuﬂnpaﬂa'ra yno1p36a na ACE
nnannTopu AHFHOTEH3HH H-peuen'ropﬂu 6.]'101(6[)}1 WM ANIMCKHPEH CE CBBP3RA C TI0- -BHCOKA qecmTa HA
HeKejlaHu CHONTHA, KaTo Hanpumep XHIOTOHHMSA, XMIEPKANHEMHA H HAMAIIAIBAHE Ha G'Iaﬁpe'-IHaTa
dynrms (B](JﬂO‘IHTeJIHO octpa 6s0peuna He)xoc:'ranqnocr), B CPaBHCHHE C ynomeﬁa'ra CaMo Ha eIHO
: ..cpencho, neﬂcmax.uo B’bpxy PAAC (Box. TOHKH 4 3 44n 5 1) : :

Jlexapcmeenu npodykmu, Koumo ROGIUAEGM Hilsama na kanui :
" ENHOBPEMEHHOTO NPHAKEHHE Ha Kasinii- ChXPaHgBaLLH ,[[Hypemun KaJHeBu ﬂoﬁasxn 3amp
- CONTa, ChALPKALIM Kanui iny APYTH NeXapCTBeHH NPORYKTH, KOMIO MOWKE 03 yeenuuar
HUBa Ha Kamai (Harp. xenaput, ACE HHXHOWTODH) MOXe 1a 0BE/IE JI0 MOBHUIIIABAHE H
cepwnms Kankh (syxcre Touka 4.4). B coyyail ue ne}capCTBcHH NPONYKTA, KOWTO [10BN]
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TpaGea Aa ce NPEANHCBAT B Komﬁmlauym ¢ TECIIAJAH HCT, ce npenopbyBa npocneiaBaHe Ha
cepyMHm Kannit. :

HJonvanumenna unpopmaiua

Koneceéenam, exapcmeo, KOemo CEbp36a HCALUHUME KUCEIUHU :
E/IHOEPEMEHHOTO IIPHIMKEHHE Ha KOAECERENaM XMAPOXTIOPHA, NIEKapCTBO, KOETO CBBP3Ba XKIBUHNTE
KMCENHHY, HAMATABA CHCTEMHATA EXCTIOZWINA ¥ MAKCHMAIIHATA TNIa3MERa KOHLICHTPAIHA Ha OJIMeCapTa
M HAaMafBa eTHMMHALIMOHHHS NOMY;KMBOT (t1/2). TTpHnoseHHeTo Ha OIMECcapTaH MEAOKCOMEI TIoHe 4
yaca NPeAM KONECERENaM XHAPOXIOPH Hamanssa edeKTa oT IEKapCTEEHOTO B3AUMONIEHCTRHE.
[IprnoxeHUeTo HA OliMecapTaH MeJOKCOMHIII NOHE 4 4aca IIpeNi KoNeceBenam XHPoXIOpHA TpsbEa ja
ce MMa peaBUn (BIDKTe TouKa 5.2).

~ Cnen nedenye ¢ aHTHALMAK (AUTyMHHHEB MarHes}eB XHAPOKCHA) ce Habmopasa ¢labo TIOHIDKaBaHe Ha
OMOHANIHYHOCTTA HA ONIMECAPTAH.

OnmMecapTan MEAIOKCOMIUE HE OKa3Ba 3HAUHM eeKT BBPXY hapMaKOKHHETHKATA HWIH
(apMaKoIHHAMHKATA Ha Bap(apHH WK $apMaKoKHHETHKATA HA IHTOKCHH.

EQHOBPEMEHHOTO MPUIMKEHHE Ha ONIMECAPTaH MENOKCOMMIT ¢ NPaBACTaTHH HE OKa3Ba KNHHITTHO
3HAYMMM eeKTH BEpPXY (papMakOKMHETHKATa Ha IBeTe ChCTABKH NPH 31PABH THLA.

OmMecapTal He OKa3pa KITMHHYHO 2HAUHMM HHXHOHTOPHH e()eKTH BhPXY HOBSLIKHTS IHTOXPOM P450
emzumu 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 in vitre ¥ H5IMA WIH OKa3Ba MHHHMAIGIH
HHITyLHpaluy e(peKTH EbPXY aKTHBHOCTTA Ha LIMTOXPOM P450 npn wrpxose. e ce ouaksaT KIHIMIHO
“3HAYMMH B3AHMOJIENCTRAA MEXY ONIMECApTaH M J'IeKapCTBeHHTe NPOAYKTH, KOHTO C& METabonH3upar o
110coyeHuTe no-rope uuroxpom P450 ensiumu.

Br3MOKHH B3AaHMOACHCTBHSA, CBLP33HH € AMJIOAHIIHH
Eonoepemenno npunoycenue, Koemo u3NCKEQ ROGUIAEHO SHUMTHUE
Epercmu na Opyeu rexapcmeeny HpooyKImg gbpxy cﬁ»wodunun |
CYP3A4 uaxuburopu

E/iHOBpeMEHHOTO NPRAGKEHNE HA aMIIOJKIIMH C MOLIHA WK YMEPEHH CYTP3A4 unxudutopu

_ (npcmeasrm mmnﬁ}rropu a30JIHK npormnor'bﬁmmn 'MAKpOJIMIIA KATO epHTpOMH]J,HH HIH

: KIT2pUTPOMHLUNH, Bepanamivl Wik JUAITHA3EM) MOJKE 12 JOBETE IO 3HAYHTEITHO YBENHIaBaHe Ha .
EKCTIO3MLMATA KbM anutoguman. Kmmmanure edexTn or Teau (hApMAKOKHHETITIHH NPOMEHH MOXKE /13 ca
TIO-H3ABCHH [IPH NALHEHTH B CTApUeCKa Bb3pacT, YiMa ToBMIIEH PUCK OT XHIIOTOHHA. penoprupa. ce
'BHMMATENHO Haﬁmone}me Ha naume}rrnm ¥ KOpHTHpane HA }103aTa npy Heoﬁxo;udmocr

'. CYP3A4 H]-IJI}/KTO]JH

Hpu eHHOBpeMeHHO npnnarane ¢ H3BECTHH MHIYKTOPH Ha CYP3A4 nasMenata KOHLEHTpalis Ha
aMIIOMIIMH MOJKE /ia Baphipa. Topaay Toa TpaGBa Aa ce CIEH KPLBHOTO HaNAraHe ¥ ja ce perynnpa
7103aTa, KAKTO N0 BPEME Ha, TAKA 1 CTie]| S/HOBPEMEH 3 TpHEM, 0cOGEHO CBC CHITHH meyx’ropn Ha
.CYP3A4 (Hanpmaep, pnd)aunumm HBIT Kamapuon)

. Hpnnomel-mero Ha AMAOMIIHH C [‘peHl'iC])pYT W COK OT rpeumfppyT HE CE NPenopE4Ba; Thil KaTO MOSKE .
lia ce yBETMHH GUOHATMMHOCTTA NIPH HAKOM naunel-lm KOSTO BOIIH Ao YyBenn3aBaHe Ha ed ,
HaMANABaHE Ha Kp’bBHOTO HaJIsTaHe. - : L

" Havrponen (Hthysm)' l'lpn mnsomnréé HaBMOJABAHH KaAMEPHG MBHKIEHE H Chp/e
KOMTO Ca CEBP3aHHu C- xunepxanueMm CNEN NPHIIOKCHHE HA BEPANAMMA 1 WHTPABEH
_ Hopzum PHCK OT xunep}{anuemm ce Npenopbyea 1a ce 130STBA ¢HOBPEMEHHOTO NI ]
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BNOKEPH HA KAJILMEBUTE KaHAH KaTO aMNOIMIIMH NPH NAUMEHTH, NPEAPA3ION0KEHH KbM 3II0KAHECTBEH
XMIEPTEPMUA H MPH JIEUSHNE HA JIOKAUCCTBEHA XHIICPTCPMUR. -

Egpexmuna AMAOOUNUH GBPXY OPYeU NeKapCTGERH RPOCYKIMY

EdexrsT na aMnOanHH 33 NOHWKABaHe Ha apTEPHANHOTO H_ail_ﬂraHe ce npudaBd KbM ITOHHKaBaLUHs
apTEPHANTHOTO HalATaHe eeKT Ha APYTH AHTHXHIIEPTCH3UBHH CPEACTERA. ' ' :

B KAMHHMEA NPOY4BAHKA 32 B3aHMOEHCTBHE, AMIOIMITAH HE NOBIHABA (apMAKOKHHETHIHHS IpO(UI
Ha aTOPBACTATHH, AMTOKCHH WY Bap(apHH. ' A |
CuMBsactaThi: EJHOBpeMEHHOTO NMPUIOKeHHe Ha MHOTOKpaTHH 03K OT 10 mg amnoauniH ¢ 80 mg
CUMBACTATHH BoAM A0 77% ysenu4aBaHe Ha eKCTIOZHUHATA KbM CUMBACTAaTHH B CPABHEHHE CBH0
CHMBACTaTHH, NPHIOHKEH camocTosTenno. HamaneTe 103aTa Ha CHMBAcTaTHH Ha 20 mg IHCBHO NPA
HalHEHTH, KOUTO NPHEMAT aMACHKHIIHH. ' ‘ ‘

Takponumyc: Mma prck 0T NOBUIIARAHE Ha KPBBHUTE HHBA HA TAKPOAMMYC NPH EAHOBPEMEHEH NPHEM C
amoaunuH. C 1el H3BarsaHe MHTOKCHKALMATA C TAKPOJIHMYC, TIPH NPHIIOKEHHETO HA aMIOUITHH ITPH

| MALHENT, IEKYBaH C TAKPOIIHMYC, € HEOBXOAMMO NPOCeABaHE Ha KPHBHHTE HHBA Ha TAKPOIMMYC H

" KOPHIHpaHe Ha A03aTa IIPH HEOOXOMUMOCT.

Mechanistic Target of Rapamycin (mTOR) unxu6iropure: mTOR MHXHOMTOPH KaTO CHPOIHMYC,
TEMCHPONUMYC M eBeponumyc ca cyScrparn Ha CYP3A. Amnopunus e crab CYP3A unxuburop. Ilpu
ennoBpeMenHa yrotpeGa ¢ mTOR urxubuTopH, aMIOAUITHH MOKE 2 YBEIH SKCTIO3HIAATA Ha mTOR
HHXHOHTOpHTE.

Lkocnopus: B npocnextusHo npoyusate ¢ TAUMEHTH ¢ 6b0peyusa TPaHCIIAHTALMA € YCTAHOBEHO

_ cpenso yBenuuenne ¢ 40% na ofimMTe HIBA Ha LMITTIOCTIOPHH MPY €HOBPCMEHHATA My yrioTpeba ¢
amsioinyi, Ensospemennara ynorpeba Ha Tecnagan HCT ¢ NMKIOCNOpHH MOXe A IOBE/EC /10
OBHIIIEHA eKCITO3MIIMS Ha waxnocnopuy. [Tpy komGunupano Aevenye e HeobxonuMo HafmoneHHe Ha
OBIOTO HHBO Ha NHKJIOCTIOPHH, KAKTO M HAMAIABAHE Ha J103aTa IPH HeOGXOMMOCT.

B13MOKHH BIaANMOIEHCTBHA, CBhP3aHH ¢ XHIPOXJOPOTAAIH
EoHoepemenra npUaoONCEeHIE HE C¢ NPENOPEHEA

Jlexapcmeenu npoOYKmIU, KOUMO ROBILIBAIN HUGOMO HA KANUR

Kanuii-a3ueprsaliyar eheKT HA XHAPOXIOPOTHA3HA (BIDKTe TOUKa 4.4) MOXKE 112 ¢ TIOTEHIMPA OT
" @IHOBPEMEHHOTO IIPHIOKeHHE Ha IpYTH NIeKapCTBeHH IPOMYKTH, KOUTO ca CBED3aHH Che 3aryba Ha
. Ka/uiit ¥ XMTIOKAIMEMUA (Hanp. APYTH KaTHifypeTHsHY JAyPETHLH, JAKCATHEH, KOPTHKOCTCPOHIH, -
" . AKTX, ampoTepuin, kapGeHOKCOlioH, neHnynua G Hatpui /IS IPOH3BOHM Ha CANMIAIOBATa
xiicesmna). Topalii TOBa €fHOBPEMEHHO NPUNGIKCHHE He €& NIpeTiopaBa. - | .~ . L

. Eduoepemeéno Rpuiodicenue, Koeme usucKed RoOGuMieH0 eHUMaNUE
Conu Ha kanyus - ) _ o
 THa3HAHNTE HMyPeTHIN MOTAT i3 NOBULIAT CePYMHIA Kanuywi Nopau NORDKABAHE HA ekekpewuaTa. B
- cyMaii, e TpaGra Aa GbAAT NPEANHCAHH KaTUHEBH A0DaBKH, CEPYMHMAT KaNUMH Tpabea fa ce
NIPOCTIEAABAT U 1I033TA HA KANIiHA []a C& KOPHIHpa B CHOTBETCTBHE CTOBA. -

Xonecmupamun 4 Xonecmunonosu CMOI . o S
AScopOups Ha XMAPOXIIOPOTHAZHA C& HApYIAaBa TP HANKUNCTO Ha AHWOHHU OOMeHHN CM

Huzumariucoeu emiko3udu _ _ o ,
Ipe/maBrKaHaTa OT THA3HAM XHIIOKANHEMMA WK XMIIOMarHe3HEMHA MoxKe ia Onargf.
Ha JIMFHTARUC-UHAYLMPAHK CHPAEYHH aPHTMUH. S
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Jlexapemeenu BpOOYKII, KOUMO Ce UM 0Nl HAPYWAGAHENO HQ HUSAMA NG CEPYIIUL KU
IIpenopbyBa ce NEPHOINYHO HPOCASAABAHE HA CEPYMHUS xamaii v EKT, korato TECTIAJAH HCT ce
NIpATara ¢ NEKApCTBEHN TIPOAYKTH, KOHTO C& NIOBIMABAT OT HAPYUICHNS B CCPYMHMTE HHMB2 Ha Kanns
(Hanp. JUTMTATKCOBH FIIMKO3HAR H aHTHAPHTMHIIM) M CBC ClIeAHUTE torsades de pointes (xamepHa -
TAXHKAPAHA)-HHAYUHPAITH EKAPCTBEHH NPONYKTH (BRITIOUHTEIHO HAKOH AHTHAPHTMULK), THH KaTO
XHMOKANMEMHATA € NPeipasnonarain ¢paxTop 3a torsades de pointes (kamepna TadeKaleH}l)

- Knac Ia anTHapuTMuim (Hanp. XHHUIMH, XHAPOXHHAIMH, J30TIpaMun).

- Knac 111 anTRapuTMuny (Hanp. amuonapon, cotanon, AodeThmia, nOymnnn).

- Haxou 4HTHICHXOTHLA (HaTlp. THOPHAAINH, XNIOPNIPOMA3HH, JIEBOMETIPOMAaTHH,
TpUdIyoTiepasnH, UaAMEMAa3HH, CYNTIMPUN, CYTTONPHI, AMMCYIHIDHA, THATIPHIT, THMO3HA,
XanonepHOI, APONEepHAON).

- Hpyru (nanp. Genpunun, uysanpua, mygemanur, L V. epuTpoMALHA, XaI0(haHTpyH,
MM30J1aCTHI, IIEHTaMHILHH cnapduokcalHH, TepbenamiH, LV, BHHKHMHH)

Hedenomspusupaiyu bxeﬂemuu MYCKYIHY peraxcanmu (nanp. myboxypapun)
EdexTHT Ha He/IeNoNAPH3HPALIATE CKEJICTHH Mycxynﬂn peNaKkCaHTH MoKe Aa Obae NOTEHLMpPaH OT
XHJPOXIOPOTHAZMAL. | :

Aumuxonunepeyuru cpedcmsa (nanp. amponu, bunepuders)
HapacTeane Ha GMOHANIMYHOCTTA HA THA3HIHNTE NMYPETHIM IOCPENCTROM 3a0aBaHe Ha CTOMALIHO-
YPEBHHA MOTHIIMTET H CKOPOCTTa Ha M3NPa3BaHe Ha CTOMaxa.

Anmuduabemuu nexapemesen RPOOYKMY (RepOPaIHI CPEOCIBa U UHCYAUH)
JleveHreTO ¢ THAZWANW MOXKE Aa MOBIHAE BRIICXHAPATHHA TOIEPAHC. Moske Ja €& HANOXKH KOpHIHpane
Ha J03aTa Ha aHTHAHAbeTHNY 1eKapCTREH POAYKT (BIKTE TouKa 4.4).

Memghopmunt
Merdopmun Tpafiea jia ce Npyiara ¢ NeBHILIEHO BHUMAaHHE NIOPaii PUCK OT JIAKTAaTHA ann/03a, KOATO ce
NPHUMHSRA OT BB3MOKHA PYHKIMOHANHA GbOPEUHA HENOCTATBYHOCT CBBP3AHA € XH/POXI0POTHA3MA.

Eema-bnoxepu u Ouazoxcud
XunepriuKeMH3HpPaLIMAT edbext Ha Bera- 6noxepme ¥ AHMA30KCHIA MOXKE 14 €8 YCUNW OT THAa3HIOHTE.

ITpecopru amunu (Hanp. HOpadpeHaniin)
EdexrhT OT IpecoOpHATE aMMHH MOMKE 14 € NOHHKEH.

Jlexapemeenu npoOykmu, KOUMO ce RPUAG2AM 34 ACHeHUE Hi nodaepa (Hanp np()oenequf)
| CYnGUNRUPAZON U ARONYDUHON) - S :

. Moske f1a ce HANOKK KOPHIUPaHE Ha Iosara Ha, yprmoaypmmm"e nelcapcrnerm CpeqCTRa, Thii Karo
XHZAPOXIIOPOTHASHT MOKe J1a TIOBHIIH HHBOTO HA CEPYMHATa NIMKOYHa Kucenuna. Moxe nae .
HeoOXomMMO TNOBHINABAHE HA J1033Ta Ha npoSeHelHa Win cynbuHmpason. EQHOBPEMERHOTO
" MpUNOKEHME Ha THASBAN MOKE /13 NIOBHIIN qecrmma a pea}cunn Ha CprX‘]}’BC’I‘BHTeJIHOCT cnp;mo

: anonypunon

7 AMaHma()m : }
‘ TH&BHHHT@ MOTaT 1a nosnmaT pHCKa OT HeKEAHU. peaxupm l'lpH‘-]HHeHH ‘or aMaHTa,ElHH

Uumomoxcuunu cpeacmea (Hanp z;umoq’;ocquua Memompexcam) 7
TuasuzuTe Morar fia HamansT 6p0peytata excKpelis Ha un’rOToxcanme .l'leKapCTBEHH nponyx’m )
C(I‘eHI],HpElT Muenocynpecnaﬂme M edexTi.

Ca.fmuwiamu S o :
-B cnyuaii na npnncmceﬁne Ha BUCOKM uoan canuunnam xnﬂpoxnopomasml MOXE Jla yeu,
’ ecpeicr Ha can Muu.na‘m're m:pxy uempamia'ia HepBHa CHCTEMA. : : -

Memu.rz()ona:-
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Hima H301HpaHH C'bOGUlCHHﬂ 3a HACTBLABAHE HA XEMOJAMTHUYHA AHEMHA TIPH CAHOBPCMERHO ApHNGKEHHe
Ha XHIpOXAOPOTHA3HA M METHIIIONA. '

_ I_[umocnopun : ‘ :
E,uHOBpemeHHOTo TIeHenne ¢ LMKIOCTIOPHH MOXKe 11 NIOBMIIH pH(:Ka oT xnnepypHKeMm H NoAarpo3Hy
YCAOKHEHHA, -

Tempayuxnunu
EnnospemeHHOTO NPUIGKEHHE Ha Te'xpauux.lmun M THa3MA1 NOBHILABA PHCKA OT ’IBTpauHKJIHH-
WHZyLMPaHO NIOBVILIABAKE Ha CTOMHOCTHTE Ha ypesTa. ToBa B3anMONIEHCTBHE BEPOATHO HE ¢ npmo;ngo

32 JIOKCHLIMKIIHH.
4.6 DepTHINTET, GPEMEHHOCT H KhpMeHe

BpemennocTt

Flpunoxenuero na TECTTAZIAH HCT e npoTHBonokasano npes 27 # 3™ TPUMECTLP OT OpeMeHHOCTTA
(Bwoxcre Touxn 4.3 1 4.4). Karo ce B3emar npeisus epeKTHTE Ha OTUCTHHTE CLCTABKH HA TOSH :
KOMGHHApaH TIPOAYKT BLpxy BpeMenHocTTa, nproxenneto Ha TECIIAAH HCT ne ce npenopbyea

TIpe3 ILPBHA TPUMECTBP OT GpeMEHHOCTTa (BIKTE Touka 4.4). :

Onmecapman MeooKcomiLl

TpunosxeHHeTo Ha aHrHoTeH3HH 11 peLienTOpAN aHTarCHHCTH He CE MpenophbiBa Npe3 Mbpeus TPHMECTEP
na 6peMeHRoCTTa (BIoKTE Touka 4.4). Tpunoxennero Ra anruorensis Il perenTopHH aHTArOHHCTH €
TIPOTHBONOKA3AHO Mpe3 2P i 3™ TpuMeCThp Ha GPeMEHHOCTTA (BIDKTE TOUKH 43u44).
ENHeMHOIOTHYHHTE NOKA3ATE/ICTBA, KACASM PHCKA OT TEPATOreHHOCT cniext ekenosuiiyd Ha ACE
HITXHGHTOPH Mpes IBPBHA TPUMECTBP OT GpeMENHOCTTa, He ¢a YOEIMTENHH; He MOKe, obave, /i ce
M3KTFOUM €1abo HapacTBaHe Ha pHcKa. JIokaTo AMMNceaT KOHTPOITHPaHH eNHACMHOIOTHHHH IAHHH IO
OTHOLICHWE HA PHCKA ¢ aHTHOTEH3UH I peLienTopHy aHTATOHHCTH, CXO/\HH PACKOBE MOraTt J1a
CHIIECTBYBAT 32 TO3H KJTaC MEAUKAMEHTH. (QcBeH aKko NPOIbIDKARAHETO Ha NEYECHUETO C 28HIHOTEH3HH
petienropen GNIOKep He ce CYHTA 3a U3KOMHTENHO BKHO, DALMEHTKHTE, KOUTO MIAHMpAT OpeMeHHoCT,
Tps6Ra la IPEMMHAT Ha JICUCHHE C APYTH aHTUXMNEPTEH3HBHH JIEKapCTBa, KOMTO MMAT YCTAHOBCH
npogmn na Ge3onacHOCT 3a npunokenme npu Gpemennoct. Koraro ce ycTaHOBU OpeMeHHOCT, NEHEHNETO
¢ asruorcn3dH 11 penenrophn aHTaroHucTy Tpadea na Ohe He3a0aBHO BPEYCTAHOBEHQ M, aK0 €
yMECTHO, TpaOBa a ce 3ano4He anTepHaTHBHO NeveHHe. '

VI3BeCTHO €, 4e IpH XOPa eKCTIO3HLIMATA KbM aHIMOTCH3HH 11 peneniTopH) anTaroHucTH apes 27 n 3™
 TPUMECTBD NPHUYHHIBA ClJeTUI‘OKCH‘-IHOCT (Hamanena GLOpedna (yHKIMA, ONATOXHAPAMEHOH, 3a6amme
‘Ha OCH(HKAIMATA Ha YePETIa) ¥ HEOHATANHa TOKCHYHOCT (Ghﬁpetma He,uocra'rbqﬂocr XHIOTOHMHS, -
. xnnepxannemm) (B}DKI‘G ¢ho TouKa 5.3). o
* B ciyuait ye € HMaio EKCIJO3HLH KbM aﬂmorreﬂzuﬁ 1I peuemopeﬂ al-lTEll"OHHCT cnen 2P Tplmecn.p Ha
GpeMeHHOCTTa, & Tpenopbyea exorpa)cka KOHTpOA Ha 61>6peqHaTa dynKups 1 vepena. _
BeGerata, 4uiTO MKy ca IpHeMany aHrnoreHzun 11 peLIeNTOpH I AHTATOHKCTH, Tpabsa ,ua 6uxaT )
' BHHM&TCIIHO Haﬁmo,uanann 32 XHIOTOHAA (BIDKTE CHLIC TOYKK 4.3 H 4 4) -

. Xudpoxnopom;:mua-

- ONKTET ¢ XHAPOXIOPOTHASHE, o Bpeme Ha 6pemeﬂnocr e orpauHtcH, 0cobeHo npes ITBpRUA Tpnmecr}:p
.ExcriepaMeHTATHITE NPOY4BAHMA NIPH XKHBOTHM €4 HEJIOCTATEYHH. -
XuapoxnopoTHazmll IpeMHHABA rnanentara. Kato ce HMa nipeasH (llapmaKonoqum MexaHHB’BM Ha

'neucmue Ha xw:xpoxnopmua:m)l, HETOBOTO: HpHHO)KEHHe pes 2P 1 3™ TPHMCCTRP MOKE 12 -

, Komnpomempa dero-nnauenrapHara nepdysus H MOXe 2 !‘IpH‘-!HHH (be'ranHH " HE:OHaTaJ]HH e(belcm s
‘KaTo WKTep, HapyLIaBane Ha €NEKTPOTTHTHHA GanaHe ¥ TpOMOOLHTOTIEHHS. . "

Xu,upoxnopormasm He. TpsGBa Aa ce IpusIara IpH 0Touk Ha GpEMEHHOCTTa, recTaup:o

Il [IPeEKIIaMITCH Tiopai PHCK OT NOHIDKABAHE Ha TRasMeHHs oﬁeM 1 TIaUeHTapHy
fes nonesex ediet Bbpxy xona Ha Gonecrra.
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XuApOXNOpOTHA3MA He TPIGBA Na ce IIpHiara 3a NEYEHHE Ha eCEHLMANIHA XHIIEPTOHNA NpH Bpementi
IKEHH, ¢ M3KMOUCHHE Ha PEIIKMTE CIlyYaH, B KOHTO HE MOXKE Na Ce NIPHIIONKM JIPYTO NEUCHHE.

Amnodunun

JlaHHHTE OT OrpaHuteH 6p014 CKCHO:}HpaHH Gpemermocm He TIOKA3BAT, Y€ aMJIOJHIIMH WIH npympe
ANTArOHUCTH Ha KAILMEBHTE PELICTITOpH OKa3BaT HeOIaronpHATHA eeKTH BLPXY :mpaBe'ro Ha deryca.
Mose na e nanuue, obave, pucK oT nporpaxnpaﬂe Ha POKIAHETO.

Knpmene

Tfo BpeMe Ha KbPMEHE He Ce NPEenophYBa ynomeﬁa'ra Ha TECI'[A,[[AH HCT wu e 3a npennoyMrane
ANTepHATURHO JIEYeHHe ¢ NO-No06pe ycTaHOBeH Npodn Ha 6€30I1ACHOCT IPH KbPMEHE, ocobeHo NpH
OTITIeKaHe Ha HOBOPOIEHO MM POMICHO NPEKIEBPEMEHHO JIETS.

OsmecapTaH TIPEMMHABA B MIAKOTO FIpH KEPMeLIHM IirbxoBe. FHe e u3secTHo, obave, fanH O/MecapTan
NpeMHUHABA B KBPMATa TIPH Xopa. AMIIOLKINH C€ €KCKPETHPA B MOBELIKOTO MIsxo. KonntiecTsoTo 0T
MaifuMHaTa 1033, MPEMMHANIO B HOBOPOLIECHOTO, C& OTIPEEII upes HHICPKBAPTHIEH Axanason oT 3 - 7%,
10 MakcHMYM 15%. EGeKTBT Ha aMIOHIMH BBPXY KbpMAateTa He ¢ H3BECTCH.

XdpoXIopoTHAZHI PEMUHABA B MANKH KOJIMYCCTBA B KbPMATa IPH X0pa. THA3MHTE BEB BHCOKH [103H,
KOMTO BOAST 10 MITEH3MBHA JHypesa, MOXe J1a IOATHCHAT 0GpazyBaHeTo Ha kKbpMa. YnoTpebara na
TECTIAZIAH HCT 1o Bpeme Ha kbpmete He ce npenopbura. Axo TECIIAJJAH HCT ce usnossea no
BpeMe Ha KbpMene, Tp20Ba 1a ce oabpka Bh3MOXKHO Hali-HiCKa A03a.

PepTRanTer

Crpobmasany ca obpaTiMH GHOXMMMYHH NPOMEHH B TI1ABaTa Ha CNEPMaTO30HANTE NIPH HAKOH NIAlHEHTH,
TIeKyBaHH ¢ GJIOKEPH HA KaHEBUTE KaHAH.

KNMHHMHMTE 2HHH ca HeNOCTATHYHM OTHOCHO NOTEHLIMANHES e(eKT Ha AMJIOIHITHH BHPXY
deprumurera. B eqno npoyueane ¢ nnbxose ca YCTAHOBEHH Hekenany edexTd BupRY (QepTUaHTETa Ha
MBKKUTE HHIHBUOH (BHXKTE TouKa 5.3).

4.7 Edextu Bopxy crnocobnocrra 3a mopupane i pabora ¢ MAKIAHH

He ca npoBexnany npoy4saHia 3a eeKTHTE BhPXy clocobHOCTTa 32 MogUpaHe | paboTa ¢ MalHHH,
T]JFIGBB na ce ¥ma NpcaBKHAa, 06&'-!3, ye NOHAKOTa NIPY NALMEHTH, KOWTO TIpHEMAT AHTHXWIIEPTCH3HBHO
JIeYEHHE, MOTAT J]a HACTBILAT 3aMasgHOCT, IapoboHE, FaleHe WM YMOpa ¥ TE3W CHMITOMM MOraT Aa
napyiat cnocobHocTTa 32 pearypate. Heobxoanumo € BHHMAaHKE 0COGEHO B HARANOTO Ha NEUEHNETO.

4.8 Hexenann ﬂeKapCTBEHH peaxuuu

- BesonachociTa Ha TECIIAI[AH HCTe W3cTIeBAtA B KIHHIYAH npqusamm chC 7826 nauﬂema
IOy YABALIH OJIMECAPTAH B Komﬁnnaum ¢ AMTTOAMITAH H XMAPOXIOPOTHA3H]L. '
‘HesxenaHue Peakiyiin OT KITHHEIHA NPOYYBaHHA, OT TIPOY4BAHIA, IPOBEEHH cnen, paspemaBaHe 3a
: yno'rpe6a, M CHIOHTAHHY J0KIIany ca obeuieHH ¢ Tabmua 1 3a TECHA,I{AH HCT, kaxto H 32
'OTAE/IHHTE KOMIIOHEHTH O/IMECapTaH MENOKCOMI, aMMOIMITHH H xnnpoxnopormasn,u BE3 OCHOBA Ha
-stecmm npo¢nn 32 6e30nacHocr Ha oTAeNHHTe KOMIIOHEHTH.

Haii-uecto JOKIAJBAHITE HEKENAHH peakunu no BpeMe Ha JIe4eHMe C TECHAIIAH HCT ca nepud)epeﬂ '
, 0rr01< maBoﬁonne W 3aMasHOCT. '

Cnenaamm‘e TepMPlH.PI ce npnnaraT c uen na ce macmlmu,npa Hacmnnaﬂero Ha HeKeNaHH pcam.mn
‘MByoro uecru (21/10)
. YecTn (21/100 no <1/10).
Heuectn (21/1 000 o <1/100).
- Penkun (>1/10 000 Ao <1/1 000)
" Muoro peakH (<1/] 0 000) : :
~ C-HenspecTHa uecToTa (OT HAAMYHATE NanHM He MOXE Jia 61:)1e HanpaBeHa oueHxa) '

Taﬁnnua 1 Hpernen Ha Hé)icenaHnTe péakuwn,c TECNAJIAH HCT # oTnensu KoM

15




MedDRA llgcirora ol i
Cucremno-— - Tecnagan | Onvecapran | AMJOAMIHI
O RN RISSOR% | I e RN (o B '
WNndexumm u Hndeximsa Ha ropHuTe Yectu
uHpecTalmu JIMXATEJHA TTBTHLIA
Hazodapynrur UecTn
HHbekims Ha MIMKOUHHTE Yectu Yectn
TBTHILA
CHanoaigHuT Penku
Heonnasmmu — Hemenanomen pak Ha
I0OPOKAYECTBEHH, KokaTa (bazaiHOKIEThEYEH HeW3BeCTHA
3JI0Ka4YeCTBEHU H KapLMHOM U ' 4yecToTa
Heonpezie/ieHn (BKII. CKBAMO3HOKJIETHYEH
KHCTH W NOJIHITH) KapIHHOM )
Hapymenus na JleBkonenus Muoro peaxku | Penku
kpbBTa M iuMbHaTa | TpomGoumTonenus Heuectn Muoro pemxa | Pesku
cHCTEMA [NoTHckaHe Ha KOCTHHSA i Penxu
MO3BK
Heyrponenus/ Penku
arpaHyJoLMTO3a
XeMOIMTHIHA aHEM U Penxu
ArnuiacTMYHA aHeMMUs Penxu
Hapymenus AnaduakTHIHa peakuus Heuectn
MMYHHATa CHCTEMa JlexapctBena Mmuoro peaxu
CBPBXYYBCTBUTETHOCT
Hapyiienns na XunepKaJveMus Hevectn Penxu
merabonu3ma u XUnoKaIneMus Heuectu Yectu
XpaHEHeTo AHopekcHs Heuectu
T'moxo3ypus YectH
Xunepkajluemus Yect
Xuneprivkemus Mnoro peaku | Yectn
XunomarHesemus Yectr
XUTIOHATPHEMHS Yectn
XUNOXJIOpEMHS {A— Yecrn
XUIIepTPUrITHLEPHAEMHUA Yeern MHoro .
- - : : _ 3 YECTH .
XunepxonecTepolieMus Mmoro
L YeCTH
Xunepypukemus Yectn Muoro
e w3t A : YyecTH
XHNoXI0peMAYHA AJIKATI03A - |'Mzoro
e ; : 4 s
% | Xunepamunazemus | Yectn
[Nenmxnunm ChberosHHe Ha 00bpPKaHOCT Penxu Yecth
HapylueHus Jlenpecus " Heuectn _Penku
' Anatus ' Penxu
Pas/ipa3HUTETHOCT Heuectn = ,
_BeanokoiicTBo - ' Peixu
ITpoMeHH B HACTPOEHHETO Heuectn 15
(BKITIOUMTEITHO TPEBOXKHOCT)- | kg || B
Hapyiuenus Ha ChHs T @ Pecn -

(BKMOYMTENHO 6E3ChHHE)

Hapywenns na
HepBHATA CHCTEMA

3aMasHOCT

Yectn

Yectn

I naBobonue

Yecrn

YecTH
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FIHEBMOHMY

[NocTypanya 3aMasHoCT Heuectn
[Mpecuukort Heuectn
Hucresms : Heuectn
Xunepronus MHoro penxu
Xunoecresns Heuectn ,
IlapacTesus Heuectn - Penxn
INepudepra HEBpONATH MHoro penxu
CbHIMBOCT Yecty
CuHkon Heuectn
Konpyncuu Penxu
3aryba Ha aneTuT Heuectn
Tpemop Heuectn
ExcrpannpaMuaHi C Hem3BeCTHA
, ‘ HapyleHna YecToTa o
Hapyuienns Ha ounte | 3pUTeNHH HapyLIeHMs Yectn Pemxn
(BITHOYHTENRO JATUIONHS,
3aMBINCHO BIOKHAHE)
Hamaneno otnengHe Ha Pemmu
- cBI3K ,
BrnonrapaHe Ha MUONHA Heuectn
KcanToncus Penxu
OcTpa MuOIA4, 0CTpa C
3aKPUTOBIBIHA TIAYKOMa HEH3BCCTHA
(Bwxcre Touka 4.4) YEeCTOTA
Xopownanen u3nus C
HEW3BECTHA
o : o S YECTOTA
Hapyuienne Ha yxoto | Bepruro Heuect HeuectH Peaxy
H TaOHpHHTA TunuTYC Heuectn
Crpneuny [lannurarims YectH Hectr
HapyLIeHHs Taxukapaus Heuectn
MuokapiieH HH$papKT MHoro peikH
ApHUTMHA (BIAKYHTENHO Heuectn Penxu
Opanmkapnus, KamepHa
TAXMKAPINSA K NIPEACHPIHO
MbKIEHE) - ] .
| ANTHHA EKTOPHC Hevecrn | Heuectu (BKn.
T ' " -+ | BAOINABaHE Ha
aHriHa
, , . TiexTopHc)
| Conopu mapymenns | Xumnoronus Yectn | Pemxm Hemecru.
o - .. | 3auepesBane Hewectn. | - - Yectu - . L
| Oprocrarnupa xumorosms. | - T Heuectn
BackynuT (BKHOYHTEIHO Mnoro peaxn | Pemxn -
HEKPOTH3KPALL aHTHUT) - ' L
Tpomboza ' Penxu
) EM60nuzbM : : T | Penku
*| Pectimparophu, { Kaumpna ‘Heuectu | Yeetn Heueétn o
MeauacTuHamkl - - | [lpcones . _ Pepn
HapymieHus o DapuHTHT UYecty < - -
' - PHHHMT . . _ YectH e\
-OcTpa MHTEPCTHLHATIHA

PecrnypaTopeH RucTpec
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benoapoben oToK

Penxn

OcTbp pecnpaTopeH
aucrpec cuaapoM (ARDS)
(Bx. Touka 4.4)

Muoro
peakH

| CTomMainRo-4peBHH
Hapylenus

Juapus

Yectn

Hectn

Yectn -

T"apene

Yects

YecTH

Yectn

' UecTi

3anek

YecTH

YectH

Cyxota B ycraTa

Heuectn

Heuectu

Kopemna Gonmka

Yectn

YecTH

Yectn

Ilpomsana B upepHaTa
dyHKIms (BKI. AHApHA H
3aneK)

Yectn

MeteopuseM:

Yectu

- JAncnencua

Hectn

Yect

I'acTpur

| MHoro peaku

HpazHene Ha cToMaxa

YectH

I"acrpoenTepuT

Yectn

XHnepnasHs Ha BEHLHTE

MHuoro petku

TapanuTiien HIEyC

‘| Mnuoro
pejiKH

Tlankpeatur

Muoro peakH

Penxu

TloBprinane

Heuectn

Beuectn

YecTH

Ulnpy-noactna
€HTEPONAaTHA (BHIKTE TOMKA
4.4

Mnoro
peaxH

Xenato-GunuapHu
HApYIICHHA

Xenatur

MHoro peaxH

Kprrenna
(uHTpaxenaraneH
XONEeCTATHYEH HKTep)

Muoro peaxy -

Penxu

OCThp XONEUHCTHT

Penxu

ABTOMMYHEH XeraTut™

C
HEHIBECTHA
4ecTola

Hapyiienns na
KKaTta v
NOAKOXKHATA ThKaH

Anoneuns

Heuccru

Anruoeaem

Penxn

Mpuoro penku

AJepryyen jepMaTury

Heuectn

Epurema mynmiidopm

Eppiema . . - -

‘Mporo penxua

Heyecti'

TlonoGHu Ha mymyc

epHTEMATO3YC KOJKHHM
PEAKIMH - ' '

Pexu

ExzaHTem

HeuectH

ExcdionmMaTipeH AepMaTHT.

" | Henecrn,

| Muoro penxn

Xunepxunposa

Heyect -

Peaknun na _
GOTOUYRCTBUTETHOCT

MHoro penkH

Heuectn . §

I-prpmyc

Heuectn ™

Heuectn'

[ypmypa

Heuecru

Heuect

HegectH

| Otok Ha Kpunke

Munoro pem

Obpue

Heuectn -

Heueern: -

Heuect

PeaxTHBaist Ha KOKeH
NYITYC EPHTEMATO3YC

Penxu

hékponuza

Tokcuuna emujepmania
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Cunapom Ha CTUBBHC-

JhxoncEH

Muoro pé,u}m

YprHkapus

Heuecn

Heuectu

Hapymenus Ba
MYCKYJTHO-CKENeTHaTa
cucremMau
CHeAMHHTE/HATA
ThKaH

MycKysieH cnassM

YectH

Penxu

Yeern

Heuectn

[Tloxyrane Ha cTaBUTE

| Yectn

Myckymia cnabocT

Heuecrn

Penxn

Tlonyeane Ha riezeHnTe

Hectu

Aptpanrus

' Heuectn

ApTpur

Jeetn

Bonka B repba

Hectn

Hewectn

[lapeza

Penxu

Muyanriia

Heuectn

" Heuectn

CxenerHa Gonka

Yecmn

Hapywenus Ha
OpbpenmTe H
NHKOYHHTE ITHTHILA

IMonaxmypus

qeé'm

Y BenueHo YecToTa Ha
YpHHHpaHe

Heuectn

Ocrpa 616peuta
HEJIOCTATEYHOCT

Penxu

XemarypHs

YectH

Hapymenns B ypuHRpaseTo

Hevectn

Huxrypus

Heyectn

WnrepcThnmanet nedput

Penxu

BrOpevHa HedoCcTaTEYHOCT

Penxu

Penxu

Hapyiuenns Ha
BL2NPONBOAMTENHATA
CHCTEMa M IbpJiaTa

Epexrinna mcdyHKLA

Heuectn

Heuectn

Heuectn

TI'vHexoMacTs

Heuaecn

O6uM HapyeHHs H -
eeKTH Ha MACTOTO Ha
NIPHIIOMEHHE

Acrennsa -

1 Yectn

Heuectu

Yectn

Tlepudepen 0Tok

YecTu

Yectn

Ymopa

Yeetn

YecTH

Yecti

bonka B repamTe

YecTn

HeuecTn

Tpecka

Pemxu

T punonoaobHu CHMOTOMH

YectH

Jletaprys

Penxu

Hepaznonokenye

Heuectn

Heuectn

Orox

Muoro uecTh

bonka :

UecTn

Qtox Ha JHLETO

Heuectu

Heuecti

Hscrienparing

[NoBueHH c’mlmoc'm Ha -
KPEaTHHME C

_qecm :

Penxu

Hecm

Honmuema cmmlocm Ha
‘ypes B KPBBTA

HectH.

Hecrﬁ )

: lIe:c_:'mi |

[ToBHIIEHH CTOHHOCTH Ha

| INKOYHA KMCENMHA B KPBBTA |

Hect

TTonwxenn ¢TOHHOCTH Ha

| kanvii B KpBBTa

-} Hewecrn

TlopuieHH cTOHHOCTH Ha
IAMarJTy TAMIAIT Tpaﬂcti;epasa

Heuectu

Honnmeun CTOHHOCTH Ha
anaHuH aMuHOTpancepasa :

Heyectn

Hoaume}m CTOHHOCIH Ha

acnaprar
aMHHOTpchd)epasa

‘Heuecrn !

]'loaumema CTOHHOCTH Ha
qepno,upoﬁﬂme EH3HMH

UecTH
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_ XONECTA3A)
TToBHINeHH cTOMHOCTH HA . Yecrn
| xpearnn docdoknnasa B '
KpBLBTa ‘ , :
Hamansgeane Ha Ternoro . ' : © .| Heyectn
‘YBennuanate Ha TernoTo - - E Heuectn

*[1pes NoCTMAapKETHETOBKSA NECPHON ce choGllaBa 3a CITYau Ha akTOMMYHEH XellaTHT C TaTeHTEH NEPHON
OT HAKOJKO Mecela 10 TOHHA, KOHTO ca 06paTiMN clie/l CIIMPAHe Ha TIPHeM2 Ha OMECapTaH.. '

JloxnafpaHH ca ¢AMHIMHHE cTy4an Ha paGroMuoInsa, HabmonaBany N1pe3 Nepiojia Ha MpHeM Ha
anruorenzun II penerrropun 6n1okepyn. CrobIeHH ca enMHAYHH Cy4aH Ha eKCTPalHpaMuaaeH
CHHAPOM NPH NALMEHTH, IEKYBaHH ¢ aMIOMITHH.

‘Hemenaﬁomcn paK Ha KO)KHl‘a B"l:3 OCHOBA HA HAMWIHHTE na}mn OT EMRASMHONOIHYHH NTpOYIBaHHa €

1a6IIoNaBaHA 3aBHCHMA OT KyMYaTHBHATa 103a Bpbaka mexay X XT3 u HMPK (sx. como Touxy 4.4 1
5.1).
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- HexenaHa P€aKLMA Ype3 HAUKORaHa CHCTEMA 3a. cmeaBaHe

J_].Ol'l'bﬂHl/lTeﬂHH HEXKENaHH pPCakUuiHy, C]:Oﬁ]llel—l}'i B KNHHWYHH NPOyYBaHHa WIH OF NoCTrMapKeTHHIOBHA
ONMT ¢ KOMOUHALASA OT PHKCUPAHM JI03H HA ONIMECAPTAH MEAOKCOMMN A AMNIOIHMIINK, KOWTO HE Ca-
crobinenu 3a TECITAJKAH HCT, moHoTepanusa ¢ ONIMECAPTAH MEIOKCOMMI WITH ¢ AMTOJMNHH WK €3
[OKNIANBAHM ¢ NIO-BHCOKA YECTOTA TIpH ABoiHaTa kombuHatwa (Tabmima 2):

Tabauna 2: KomGapanus na oimMecapTad MeJOKCOMHJ H AMJOJMNME _ 7
CHCTeMHO-0pralnm YecToTa : He:xenann JeKapcTBeHn
KJacoBe _ ' o peaKknHu

Hapymeuns na Pemnn '  JlekapcTseHa

HMYHHATA CHCTEMA ' - CBPBXYYBCTBHTEITHOCT
CromanmiHo-IpeBHH Heuectn Fonka B roprara yacT Ha
HApYuenns Kopema

Hapywenusima . “Heuvectu ‘ - Hamangpane Ha 116ua0To
BLINPOM3BOAMTENHATA - | '
CHCTEMA H TbpaaTa ]
O0mu napyumennsa u Yectn : Orouu ¢ TecToBata

edieKTH HA MACTOTO HA ' | xoHcHCTERLMA

OpHIGKeHne Heuectn ‘ Jleraprus

Hapymenns Ha Heuectn ' Bonka B xpafinuire
MYCKYJIHD-CKEIETRATA '

cncTeMa

CHLEAHHATEIHATA THKAN

JIOTIBIIHHTEIHM HEXKENaHH PEaKLHHM, ChOOIEHH B KIMHWYHA [IPOYIBAHHS HITH OT NIOCTMAPKETHHT OBHA
OTTHT ¢ KOMOMHAIHE OT (WMKCHAPARKM A03H Ha ONMECAPTAH MEJOKCOMIN A XHAPOXTOPOTHABIA, KOHTO HE ca
cpobueny 3a TECTIAZTAH HCT, monoTepariis ¢ 0aMecapTal MEFOKCOMHAI HIH C XHIPOXJIOPOTHA3HN
WIH €2 IOKJTAZBAH € TI0-BIACOKA yecToTa 3a AsoHHaTa kombuHaiya (Tabiuua 3):

Tab6auna 3: KomGunanus aa omMecapral MeOKCOMHEN H XHIPOXN0POTHAZHA
CucreMno-oprasay YecToTa Hexenann jlekapcTBeHn
1 KJJacoBe peaKinn
Hapymienua na nepBaara | Pengn Hapymenns Ha CB3HAHWETO
cucTeMa - {(kaTo 3aryba Ha cL3naHMe)
Hapywenns na koxara n | Hewectn o Exzema
AONKMKHATA TEKAH
Hapymenus na Heuvecrn g bBonka B kpadnuuure
MYCKYJIHO-CKeIeTHATA T : '
cHCTEMA, .
CLEANHUTEIHATA TEKAH R B e
| Uscheppanus | Pemim L .| Cnabo noHmwkaraHe HA
L R ' o - | cpenumTe cTOlHOCTH HA
‘xemornobuHa u xemmoxpﬂm

C'boﬁmaBaHe Ha no,uompaﬁn HeKeNaHH! peaKitii

- - CpobunasaHeTo Ha MOA03MPAHH HEXEJIAHH PeaKLiM Cliel paspemasane 32 ynorpeﬁa Ha Jlexapcmeﬂm

NPOIYKT € BakHO. ToBa 1103B0/1ABA 13 TIPOMIBILKHA HabmozeHNeTo Ha CHOTHOUICHUETO MONI3a/PHCK 34
JIeKapCTBeHMs TIPOAYKT. OT MeQMIMHCKITE CHELHATHMCTH Ce usncmaa na C'bOﬁ]].laBaT BCKa MOA03Mpana.

Hznmmmenﬂa drentus o nelcapCTBaTa
ya.Jaman Ipyer” Mo 8

1303 Codna - :

Ten.: +359 28903417

yeGeant: www bda.bg
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' ATC xop: COQDX(B

4.9 = Mpenosnpane

Cumrmomut ,
MakcHmMannata 103a Ha TECI'IAJ.IAH HCTe 40 mg/10 mg/25 mg B&IHEK qHeBHO. Hama cmﬁmeﬂm 3a

- cydau na npenoaupatie ¢ TECTIAZIAH HCT npn xopa. Haii-gepoaTnuat ecpe}cr oT npenoznpaﬁero c
TECIIAIAH HCT ¢ xunotonts.

Haii-sepoarauTe e(belcm oT npeno?.upaﬂe ¢ ONMECapTaH MEAOKCOMHII Ca XHMNOTOHHSA Y TaXHKap/iid;
MOXE 12 BL3HMKHE GPAIMKAPIIAs, aKO HACTBIN TAPAaCHMIIATHKYCOBA (BArycoBa) CTHMY/IAURA.

Moske a ce o4aKBa, ve NPEAO3IHPAHETO ¢ AMJIOAWITHH 11e A0BENE 10 M3pazeHa nepugepHa
BA3OMWIATALIEA ¢ M3PA3cHa XMIOTOHHS M BEPOATHO peduieKTopHA TAXHKapAnA. Hma cpobnicHns 3a
" M3pazeHa B Bb3MOXKHO npoxrmm*renna CHCTEMHA XHIOTOHHA, BKIFOYHTENHO 0 MOK ¢ (aTaiier u3xox.

[1en03upaneTo ¢ XHIPOXJIOPOTHA3HJ Ce CBbP3Ba ¢ H3YCPIIBAHE Ha EJIEKTPOIHTH (XHNOKATHEMHS,
XHTIOXIOPEMHA) H AEXH/IPATALMA, B PE3YTAT Ha eKCLECHEHA Jiypesa. Hali-yecTuTe NprsHany H
CHMITTOMH Ha TpeJI03HPaHe ¢a FaficHe H COMHOJIEHTHOCT. XHNOKATHEMHITA MOXKE Jia IOBESIE JI0
MYCKYileH cNasbM WK ia yOHIH ChPJIeTHH apUTMHH, CBbP3aHH CHC CHITBTCTRALIO NPIOKEHHE Ha
JWFHTATHCOBH TIIMKOSHIH HITH ONpEENCHI aHTHAPHTMUHHH NEKapCTBEHH nponylcm

ﬂeueyue

B cy4aii Ha npenosupane ¢ TECTIAZIAH HCT, negemnyero Tpabea fa Ob¢ CHMITTOMATHIHO H
nourspaio. [openerHeTo ce Onpesiena OT BPEMETO, M3MHHANO OT TIONTHIAHETO M OT TEXKECTTA Ha
CHMITTOMHTE.

AKO NpHeMbT € CTaHATT HACKOPO, MO3Ke 11a Ce HMa TIPSIBHL, CTOMAIHA TPOMUBKA. TMpu 3npaey nuna
He3a0aBHOTO MNPpHUIGKEHHE HA AKTHBCH BLITICH 4O 2 vyaca clien nornuuaner 0 Ha aMJ’lOJIHI'lHH € [I0Kasano,
e CLURCTEEHO NOHWKaRA aGcopGIMATA HA AMACAMIIMY,

KnMHHYHO 3HaYHMa XHIOTOHMA, ibiikama ce Ha npeaosupane ¢ TECTIAIJAH HCT, n3ucksa akTHBHO
NOJUIEDYKAIND NoBeJEHHRE HaCOYEHO KBM CHPAEYHO-CH/IOBATA CHCTEMA, BIUTIOUHTENHO CTPHKTHO
npoclie/isBaHe Ha chpAevHaTa i GenoppobHa (yHKIMs, NOBARraHE Ha KpaHHHLMTe B KOHTPON HA
LMpKYIMpaliia ofem TeURoCTH M anypesara. [IpHnoikenHeTo Ha BA3OKOHCTPHKTOP 6u morno na 6bae ot
[I0JT32 33 BL3CTAHOBABAHE HA CBAOBMA TOHYC H Ha apTepHa/IHOTO HA/IAraHe NpH NOJI0KEHKE, e HAMA
NPOTUBOIICKA3aHHA 34 NPHIIOKEHUETO MY. I/lHTpaBeH()aHu;IT KasueB ITOKeHaT Ou MOTEA Aa OBAe oT
NoM3a 3a NpeMaxeate Ha eeKTUTE 0T GNOKANATA HA KANLMEBHTE KaHATH.

Yecro TpslBa 1a ce MOHHTOPHPAT CTORHOCTUTE HA CEPYMHMTE E1eKTPOINTH K KpeaTHhHtd. Npn
HACTHIBAHE HA XHIIOTOHHA naune}m.'r TpsifBa ia e NIOCTaBH nersan o ]"p‘bﬁ c 61,pso nplmcmcemae HA
3aMECTUTENTHO neqe}mc C'LC cOoIM H Teimocm '

Thit KaTo aMIOHIIHH Ce cm;psBa BbB BHCOKA CTETEH ¢ npm‘cmmre, Jma.nnaa’ra He 6n ﬁpma oT rloma He
€ H3BECTHO aJiH OIMeCapTaH HIH xnupoxmpcmmpm ce JMa3NpaT. - :

HB ] ymHOBeHa cTenem )10 KOHTO onmecapraﬂ H xrmpoxnopom&n,u ce HS‘BIIH‘IKY ﬂp}i xemmmann:sa

5. ©APMAKOJOTHMYHU CBOUCTBA
‘_S.Al (Dﬁpmaxhnunémyﬂnn'cpdiima,'

o (Dapmaxo-'repanenmqna rpyna aHmore}iam{ I aHTamanTH Gnoxepﬂ Ha Kanuuesm KAHATIH n
MYPETHLIM. : ‘ : _

TECTTAJIAH HCT & KOMGHHALHA OT aHFHOTeH3HH it peuemopeﬂ QHTArOHUCT - Oy
ME/LOKCOMMA, 6n0Kep Ha KaNUMEBHTE KAHAIM - aMNOMIMHOB DE3UNAT U THA3HIEH
XuApoxnopoTHasna. KoMOGHHAUMATA OT TE3M BELECTBA HMA A/IMTHBEH aHTHXHIIEPT
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NOHWKABaAKK apiepnaﬂnmo Hanarase )0 no-rofnama cTeneH B CPaBHEHHE ¢ BCAKA OT ChCTABKUTE 11O
OTAEJNHO.

‘OnMecapTaH MEJIOKCOMMI € nepopaHo aKTHBEH CENIEKTHBEH anruotensun 11 penenropen (tin ATy) -

" anTaroHHcT. Anriorensyn 1l e OCHOBHHSIT BﬂBOaKTHBeH XOPMOH Ha CHCTEMATa pEHHH-aHT] HOTEH3HH-

anOCTEPOH ¥ NMa CBIIECTBEHA PONA B namc];msuonomﬁ”ra na xunepronsara. Ebextite Ha aHTHOTEH3HA
1l BmOYBAT BA3OKOHCTPHKIMA, CTHMYIHPAHE Ha CUHTE3aTa H OCBOOOMKIABAHETO HA ANACCTEPOH,
ChPEYHA CTHMYTaums ¥ ObOpednHaTa peabcopbuus Ha HaTphit. Onmecapran Groxupa
Ba30KOHCTPUKTOPHHTE 1 ANJ0CTEPOH-CeKpeTHpaliiTe e(eKTy na abrHoTersnH I TI0CPE/ICTBOM
BoKHpane Ha cBbp3BaHeTo MY KEM AT) penentopa B ThKaHHTe, BKIIOYHTENHO B CHAOBATA INajika
MycKynarypa 1 HanOBOpeuHaTa #ulesa. EQexreT Ha oniMecapTaH He 3aBHCH OT H3TOYHHKA MITH HaUMHA Ha
cHMHTE3 Ha arrHoTen2uH 11 CenexTHBHOTO anTaronusupate Ha aHrHorensuH 1 (AT)) penenropure ot
oJMecapTal BOIM /10 NOBHILIABAHE HA IUVIA3MEHUTE HHBA HA peHKHA H KOHUIEHTPALMHITE Ha AHIHOTEH3MH |
alluno M3BECTHO TNIOHWKABAHE HA TUTa3MEHNTE KOHLIEHTPALMH Ha aIA0CTEPOHA. :

[IpH XHIepTOHHA OJIMECAPTaH MEAOKCOMHUI NPHUNHABA 0303aBHCHMO NPOJIBIDKHTENHO NOHDKABAHE Ba
. aprepHanHoTo Hasrane. Hama 1aHnM 3a XMNOTOHMA Ha ITHPBATA 034, 33 TAXH(HIIAKCHS NpH
NPOABIKHTENHO NPWIOKEHHE HWIH 3a pubayH[l XHNIEPTOHHMS ¢lie]] BHEAAITHO NPEYCTAHOBABAHE HA
TepanuaTa.

ENHOKpaTeH IHEBEH TIPHEM Ha OlIMECAPTAH MEAOKCOMUI OCHTYPABA ¢heKTHBHO H NITABHO NOHMKABAHC
Ha apTepHaHOTO HANArake nmpe3 24-4acoBMA 1030B MHTEPBal. EHOKpaTHOTO AHEBHO NO3HPaHEe
OCHIYPsBa CXOJIHO TIOHWKABAHE HA APTEPHATIHOTO HANATAHE KaKTO M IBYKPaTHO AHEBHO O3HPAHE IIPH
eI1Ha H chiila 00Lla AHECBHA 032,

TIpH MpoARIKHTENHO NIEHEHHE, MAKCHMATHOTO TOHWKABAHE Ha aPTePHAIHOTO HajlsraHe ¢e IOCTHIa Ha
8" céMMUA CIIER 3AMOYBAHE HA JIEUEHUETO, MaKap Ye ChIIeCTBEHA YacT OT TOHMKABAIIMA APTEPHAIIHOTO
Hasrane eekT Beue ce HabMonapa cnep 2-ceAMHUHO JeUeHue. ' '

EdexTET Ha onMecapTad MeIOKCOMI BLPXY CMBPTHOCTTA 1 3a00NI€BagMOCTTa BCE OLIE HE € H3BECTCH.

Mpoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
Panpomusnpane Ha oJIMecapTaH M NpeBeHLys Ha AHabeTHa MUKPOAnGyMUHYpHA) 1iph 4447 TIalKeHTH ¢
AMabeT THN 2, HOPMO-UIGYMHHYPUA H TIOHE €MH ONbLIHUTENEH ChPIEYHOCHAOE PUCKOB (aKTop,
HIC/IENBA AATH IEUEHHETO ¢ OIMECAPTAN MOKe N1a 320aBH HAYAI0To Ha MuKpoanbyMuHypus. [lo speme
Ha CPEAHMS NPOCIIEAsRAIL NEPHOA OT 3.2 FofIMHK, TIALMEHTHTE TIONYUABAT ONIMECAPTaH Wik nAauedo &
NOMBIHECHNE KbM APYTH aHTHXHIICPTCH3NBHH JCKAPCTRA, € H3KIIOUCHME Ha ACE uquﬁmopM HIIH
‘aHTMOTEH3HH peuen'ropﬂﬂ 6ﬂ0kepp1 (ARB)

. _3a mpnuq]-la-ra Kpam{a uen HpO}”-iBaHe’I‘O TIOKa3Ba 3HAYHTEITHO Hamamsane HA BpEMeTO 32 Havano Ha ,
Mnxpoanﬁymnﬂypm B [10J132 Ha OlIMECapTaH. Cnen KOpeKiHs Ha PA3NUKNTE B APTEPUATHOTO HaJUIraHe
' FOBa HaMansBaHe Ha pUCKa BEYe He € cramc'mqecm sgawmMo, 8,2% (178 or2160) 0T nauileHTUTe OT .
rpynaTa Ha o:mecapraﬂ v 9,8% (210 or 2139) B mraueﬁo rpyria'ra ca pasma.rm MHKpoanﬁymmiypm

3a Bmpmﬂme Kpamm LeTm, %pneqnmnom MHLIAZEHTH Bbs}rmma'r l'lpﬂ 96 matmenTa (4 3% npu
onMecapTan u npu 94 nauvesTa (4,2%) npu rnauebo. Yectotara Ha C’bpﬂﬁ'-lHOC’b,llOBa CMBPTHOCT € No- -
. BUCOKa TIpH JIEYEHHETO, C OAMECAPTAH B CPaBHEHHE ¢ wiapeto (15 naupenra (0,7%) cnpsmo 3 nauneﬂm
(0,1%)), BBIIPEKY CXOAHHTE HUBA Ha nedyaTanes MHCYIIT (14 naumenta (0,6%) cnpamo 8 naumenTa -
(0,4%)), Heq;a'raneﬁ Mﬂoxap,ueu undapxr (17 naupenra (0, 8%) cnpamo 26 namyenta (1,2%)) 1.

. CMBPTHOCT, paIH4Ha oT c’bp):leqﬂocsnosa (11 maumenTa (0,5%) cripsimo 12 TALMEHTa ©, 5%)) Ofinara .
s :CM’prHOCT NPY OJIMECAPTAH € YHCICHO YBENHHCHA {26 naumenta (1,2%) cnpamo 15 naupeHTa (0 7 A))), '
KOETO € ClleCTBHE. OCHOBHO OT TI0-BHCOKHS 6pon q)arannn m,pnetmocx,nosu MHLHASHTH. '

KpaHHhi pesyiTatd npn 577 P2RHAOMHIMPAHH NAUKERTH OT HHOHHR H Kmau c ):maﬁer 1}2 i
_ o N , \\ ,.,\‘
23 . | NZ
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nedponarus. [lo BpeMe Ha Cpelna IEPHO/L HA NPOCEAABAHE OT 3,1 rofuHHu, NALMEHTHTE Nony4asar
- MM olIMECApTaH, WM rauebo B ROIBITHEHHE KbM APYrd aHTHXHNEPTCH3NBHH JIEKApCTBa, BKIIOUUTEHO
"1 ACE unxHOHTOpH.

. [IspeAvHaTa kOMOHHHpaHa KpauHa uen (Bpeme ,uo ITHPBHS cnyqau Ha YABOJIBAHE Ha CepyMHHA
KPEaTHHUH, TEPMHMHAIIHA CTENCH Ha 6B6peuna Gonect, obila CMBPTHOCT) ce Habmoniasa npu 116
NIAIMEHTH B rpynarta Ha onmecaptasn (41,4%) u npu 129 nauxesT B rpynara Ha nnaue6o (45,4%) (HR
0,97 (95% C1 0,75 no 1.24); p=0,791). KomGunnpanara BTOpHYHa ChP/CHHOCH10BA KpakHa 11e7 ce
HaGmonapa NpH 40 NaUKeHTa, TeKYBaHH ¢ OnMecapTaH, (14,2%) 1 npH 33 nauMelTa, JIeKyBaHu ¢
ntaneto, (18.7%). Tazn xkomOuHnpana CHPACYHOCHAOBA Kpalina 1en BIUTIOUBa ChPACIHOCHAOBA CMBPT
npu 10 (3,5%) narwenTa, npueMany onMecaptas, cnpamo 3 (1,1%), npremany nnauebo, odia
cMBbpTHOCT 19 (6,7%) cipamo 20 (7,0%), nedpatanch nHeynr 8 (2,8%) capamo 11 (3,9%) 1 nedharanen
muokapaeH nudapkr 3 (1,1%) cnpamo 7 (2,5%), CrOTBETHO.

KomnoxenTsT avnoaunun B TECITAJIAH HCT e 6riokep Ha KauueBHTe KaHaid, KOHTo HHXHOMpa
TpaHCMeMGPAHHOTO RABNM3aHE Ha KaNLMEBUTE OHA Mpe3 NOTeHIMan-3aBHCHMHTe L-THn Kaniyesn
KaHauera B CHPUETO ¥ Ta/kaTa MycKyaaTypa. ExcriepumenTaniire aBy NOKa3BaT, 4C AMIOIMITHH CC
CBBP3BA M KbM AHXMAPONUPHAMHOBHTE, H KbM HeJHXHAPONHPHIMHOBATE CBBLPIBALIH MECTa.
AMIOJIHIMH € OTHOCHTEJIHO CENIEKTHEEH KBM ChIOBETE, C [0-H3paseH eQexT BLPXY ChAOBUTE
TNAAKOMYCKYJIHH KIETKH B CPABHEHHE C MYCKYTHHTE KIIETKH Ha CHPIETO. AHTHXAIICPTEHSHBHMAT CHEKT
Ha aM/IOIMITMH IIPOHATHM3A OT JMPEKTHHS peNakcHpal edheKT BLPXy apTepHalHaTa Iiajka MyCKyaTypa,
KOCTO BOIM IO MIOHHKABAHE HA TepuepHOTO CHNPOTHRACHHE H OTTYK Ha apTepHailHOTO HAAraHe.

Tpu HAUMERTH ¢ XMNEPTOHKA AMITOJKITHHE BOIA 210 [I0303ABHCHMO NIPOABIKUTENHO IIOHIBKABARE Ha
apTepyanHoTo Hansrane. HiMa ZaHHH 32 XMNOTOHMS Ha IIEPBATA 11034, 32 TAXHUIAKCYS NPH
ABITOCPOYHO JlequHe Wi 3a pubayHn )mnep'romm CrieJl BHE3aIHO npeycraHOBﬂBaHe Ha EYEHHETO.

- Crien PUNOXKEHHE Ha'TepanequHH 1034 TIPH NALMEHTH ¢ XHTIEPTOHNSA, AMIOTHITH BOIH O
e(QEKTHEHO MIOHIKABAHE HA apTepHanHOTO HaATaHe B JIrHajlo, CENRANO 1 H3NPABEHO NONOKEHHE.
XpoHHYHOTO NPHNOKEHHE Ha AMIIOIHIIMH HE Ce CBBP3Ba ChC 3HATMMH M3MEHERHA Ha ChpAciHATA
UECTOTA HIIH HUBATA HA IWIa3MEHNTE KaTexonamusd. [Ipy nanMenTH ¢ XMIEpTOHKA ¢ HopMania 6rbopeyHa
YHKIIMA, TEPaneETYHY /1031 AMIIOMHITHH TIOHHKABAT PE3HCTEHTHOCTTA Ha 6LOpeUHHTE CHAORE H
MOBUILABAT CKOPOCTTA Ha rTOMepYNHaTa GUATpalus 1 edexTBHUS nnazmen Gubpeden kKpLBOTOK, Ge3 a
npomMers GUITpalHOHHATa PPAKIAL MIH NPOTEHHYPHS.

B XCMOQIHHaMIfHIE NPOY LBAHHA NPH NAIMEHTH CBC CHPacUHA HENOCTATHYHOCT W B KNHIMHWUHK

. IIpOy4BaHM4, 6a3HpaHM Ha TCCTOBE ¢ HATOBApBAHE IPH NALMCHTH ChC ChpaeuHa HeaocTaTbuHocT Kiac I1-
- IV-no NYHA, He c¢ ycTaHOBABa aMJ'IOII,HI]HH Nla TIPEAM3BHKBA KAKBOTO 1 13 6110 KJIMHHYHO BIIONIABaNe,
" KOEFO Ce OLIEHARA N0 (PH3HISCKATa HS,IIP’I:}KJ'IPIBOCT nenoxamepHaTa cbpaKIJ.Idﬂ Ha M3TJIacKBaHE H

' KITHHUYHHTE 6e31e3u H CHMITTOMA. ;

' ,Hnaueﬁo xompompaﬂo npqunane (PRAISE) npoempaﬂo 713 OLICHU MHILMEHTH ChC ChPASYHA
" HegocTarsuHocr kiac I-IV no NY'HA, KOHTO nonyqanafr AVCHTRITHC, JHYPETHIM 1 ACE vxnburopn,
- noxazBa e aMIOaHIHH HG‘ BOI[PI ,HO ]'IOBHIII&B&HC ‘Ha pﬂcxa oT CM’Bp’I‘HOC’I‘ H SaGOHeBHEMOCT HpH
. TMaIMEHTH Cbe C'I:]i)IlC‘-]Ha He):lOCTEITb‘IHOC‘T

B npocne;msamo Jl’b.l'lI‘OCpOlIHO nnaueﬁo-kom'ponupal-lo npquBaHe (PRAISE 2) 332 AMAOIMIMH CBC
chphaeyHa Henocranqﬂocr wtac 1H ulvmo NYHA He3 KITHHAYHHA CHMITTOMH M OOCKTHBHH ~ :
JOKa3aTencTsa 3a cxm*rcmama ricxeMHEYHa GonecT, Ha crabmnan nosu ACE mnmﬁmopn AUTHTITHC i
 MypPETHLH, AMITORMITIH He OKazea eabem* BLpXy obmara wu CLPAEHAO-CHIOBA CMEpPTHOCT: B chaTa
_ T3 NONYNALMs amnommym ce CBBP3BA ¢ HapaCTBAHE Ha YecToTaTa Ha OeNoapobeH 0Tok, Makap He
* HAMA 3HAYMTENHA Pa3iKa B quToTaTa Ha BOLIABAHE Ha (rbpﬂeqnam HC.IIOCTaT'b‘lHDCT
nnauedo; . : :
~ Pangomuskpano, J!],BOHHO—CJ]HHO npquBaHe 3a 336OJ}GBa€MOCT CM'_prHOCT HapelleH
~and Lipid -Lowering Treatment 10 Prevent Heart Attack Trial (ALLHAT NpoyuBaHe
AHTHXHIEPTEH3MBHO K HAMATIABAILO IMTIMIUTE JICUEHHE 32 TIPEBEHIMA Ha ChPACHHN
ApeACTaBeHO, 3a JIa CpaBHH TO-HOBH nekapcmenn Tepanuu amnoaynud 2,5 = 10 mg
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KaJLMEBMTE Kauany) Wi ananHonpun 10 — 40 mg/neH (ACE-HHXUGHTOp) KaTO JISHSHWA Ha DB usbop

. CIPAMO THAZHAEH AMYPETHK XNOpTanuiol 12,5 — 25 mg/nex npu nexa 10 yMepeHa XUnNeproHns. Obdmo
33 357 nauneHTH ¢ XHIIEPTOHHA Ha Bb3pacT 55 rOQMHH WNH NO-BE3PACTHH ¢a paHAOMA3HPaHH H
npocienen# cpeano 3a 4,9 ropunn. IlanyeHTiTe MMAT IOHE €AHH ACTILIHHATENCH PHCKOB (axTop 3a

'KOpoHapHa GONECT Ha ChpPLETO, BIUTIOUHTENHO: IPEIXOeH MHOKapACH vindapxT Wi uaCynT (> 6 Meceuia
Npeay BIIOYBAHETO) WA ONHCAHO APYTO aTePOCKIEPOTHYHO CHPAEYHOCHA0BO zabonaeane (obmo 51,5

%), anaber tun 2 (36,1%), HDL-C <35 mg/dl (11,6%), nepoxamepna xunepTpodus, IMarHocTHIHpata
upes e/leKTPOKApMOrpaMa Hith exoxaparorpadms (20,9%), HAaCTOA TIOTIOHOTYIICHE (21,9%).
ITspBuunaTa Kpaitna uen e koMOHHMpana oT daranHa KopoHapHa HOAECT Ha ChPLETO HM He-(aralicH
MHOKapeH WajapkT. HAMa 3HAYNMH pasiKH B HavanHaTa Kpaiha LeN MEeX/Ly TepaniaTa ¢ aMioinnHe
1 Tasu ¢ xoprananon: RR 0,98 95% CI(0,90-1,07) p=0,63. OT BTOpHIHHTE IE/H YECTOTATE Ha
CHpIEYHA HEMOCTATHYHOCT (YaCT OT KOMGHHUpaHaTa CEPACUHOCHIO0RA Kpakia 1eN) € 3HAYHTENHO 110~
BHCOKA B TPYNaTa HA aMIOIMIIHH B CpaBHEHHe ¢ Ta3y Ha xyopramiac (10,2% cnpamo?, 7%, RR 1,38,
95% CI [1,25-1,52] p<0,001). Benpexu ToBa HAMa 3Ha4HMa Pa3/ivka B OGIATA CMBPTHOCT MEKILY
TepanMsTa ¢ AMJIOAINHH ¥ Ta3H ¢ XnopTanunoH. RR 0,96 95% CI 10,89-1,02] p=0,20.

XMIpoxyopoTHaIny € THa3HACH IHypeTHK. MexaHusMBT Ha ANTHXHIICPTCH3HBBIL eheKT Ha THA3UIHHTE
 MYPETHLIM He € HAITLIHO u2acHed. Tuasunrre nosmaear GLOpeurUTe TYOYIHH MEXaHHIMH Ha
peabeopliyas Ha esCKTPONMTH, KATO THPEKTHO YBEIIHYaBAT CKCKPEIHSATa Ha HATPHH W XJIOPHIIY B
NPUGIM3HTENHO PaBHH KOAHYecTBa. JIMypeTHUHMAT edekT Ha XMIPOXTIOPOTHASHA NOHIDKABA TUTa3MCHHA
ofeM, [IOBHIIARA NIA3MeHATa PEHHHOBA AKTHBHOCT ¥ TIOBHLUABA CEKPELIMATA HA AIIOCTEPOH, ©
floCNIeABaLIo HapacTBake Ha YPHHHATA 3ary0a Ha Kanuit H OuxapboHaTH, 1 NOHIDKABAHE HA CepyMIHA
xanuit. Bpbakara peHHH-&IIOCTEPOH Ce MEIMMPa OT aHruoTensnH 11 n mopasu ToBa €IHOBPEMEHHOTO
NpHiIoKeHHe Ha anriorenzyn Il pelenrroped aHTaArCHHCT BOJM 10 HaMAlICHHE B 3aryoMTe Ha K,
CEBP3aHH ¢ THASHAHNTE AMYPETHIH. C XHAPOXAOPOTHASH]L HAYAIOTO Ha Uy PETHHHUAT edeKT HacThIIBa
ce OKOMO 2-Yaca ! MaKCHMATTHHAT eheKT HAcTBIIBA OKOMTO 4 4aca Cliejl ipueMa Ha /103474, I0KaTo
eeKTET MpoOAbAkaBa npudnuskrento 6-12 vaca.

EnnneMHoNOTHYHYE NPOYYBaHHs TIOKA3BarT, 9 JbAr0CPOYHATa MOHOTEpani ¢ XHApOXNopoTHasun
MOHWKABA PHCKA OT CHPLCYHO-CBAOBA CMBPTHOCT H 3a001€BaeMOCT.

Peaynraty OT KIIMEM4HK [IPOYYBaHHSA

B 12-ceiMH4HO, NBOIHO-CIA0, PAHIOMU3HPAHO, IPOYUBAHE ¢ NApaIeIHH IPYIH IpH 2 492 nauueHTH
(67% OT NALMEHTHTE Ca OT KaBkaskata paca), nevenuero ¢ TECTIAJIAH HCT 40 mg/10 mg/25 mg nojw
0 FHAYHMO NO-rOAIMO MOHUKABAHE HA AHACTONHOTO M CHCTOHOTO APTCPMAnHO HANATAHC, OTKONKOTO
NCUCHHETO CBC. CHLOTBCTHHTC ﬂBOHHH KOM6HHaL[]dld C"bOTBe’l HO OJlmecam aH MEA0KCOMMHI] 40 mg nioc
:amnommnn 10 mg, onmecapran Menokcommi 40 mg: nmoc xmpoxnopmasnn 25 mg ¥ amnoamnut 10.

. INg TNOC XHAPOXIOPOTHASHA 25 mg. -
: I[onmummmsn‘ edekT Ha nonmcanaﬂe Ha aprepnannorro HaJ'ISIl"aHe or TECHAlIAH HCT 40 mg/ 10
. mg/25 Mg, CPaBHEH CBC CHOTBETHHTE ABOHHH. xomﬁnnamm e Mexay -3,8n-6,7 mmHg 3a- nnacmnﬂo
| Mangrase B cenano NOnmxeHHe u Mexqry -7,1 w'-9,6 mmHg 3a CHCTONHO aprepuamlo HAJLATaHe B

: ceJJ,Hano TIONIOMKEHHE 1 Ce npommna npes m:psme TIBE CEIMHLI. :

HpO].IeHTI:T Ha NalUHEHTHTE, KOH’I‘O nocmrar l'IpI/lIleJ'IHOTO apTepHa.nHo HajATaHe (< 140/90 mmHg 3a
'nauneHmTe 63 muaber 1 < 130/80 mmHg 3a nauMeHTyTe. ¢ waber) Ba 12-Ta ceiMuna Bapyupa ot 34,9%
10 46,6% npu TCPaNeBTHMHATE IPYNH C ,IlBOHHa KOMGH.HauHﬂ cnpsmo 64,3% 3a. TECHA}.IAH HCT 40 '
' mg/l() mg/25 mg : L ,

B’bB B‘IDpO msonm—cmmo paHnomnsnpaHo npquBaHe c napanenHH rpym»l npH 2690 nauvenra (99,9 % -
' TaupenTy OT KABKAIKATA paca), pa JeueHHe ¢ TECI'JA]IAH HCT (20 mg/S mg/12,5 mg, 40 mg/5
_ mg/ 12,5mg, 40 mg/S mg/25 mg, 40 mg/ 10 mg/12,5 mg, 40 mg/10 mg/25 rng) ce. Haﬁnmnana

_onmecapTaH 40 mg nmoc Smg aMﬂ()llHHHH H onMecaprraH 40 mg 1uioc IO mg amJox
cnen 10 cenmpun Jieenue.
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JlonbaHuTeNHEAT eheKT 3a HAMANABAHE HA apTCPHATTHOTO Hafirahe of TECIIAJIAH HCT B cpaBHeHRe
ChC CHOTBETCTBALIATA ABOIHA KOMOWHALMSA € mexay -1,3 1 -1,9 mmHg 3a nuacTonHo apTepHaNHe
HAIAra"e B CeNHaN0 NoJoKenue ¥ Mexay -2,7 1 -4,9 mmHg 3a CHCTONHO apTePHANHO HANISTaHe B
-CEINANO NOJIOKEHHE. ‘ : :

. CHLOTHOMIEHHETO HA NAUMEHTHTE, KOHTO LOCTHFAT UE/ICBHTE CTOHHOCTH Ha apTepHAIIHOTO (<140/90
mmHg 3a nawmenTure Ge3 jater u <130/80 mmHg 3a nanMeHTHTe ¢ quaber) Ha 10-Ta ceMMIa BapHpa
ot 42,7 % 1o 49,6 % 3a rpynnTe Ha NeHeHHE C RBOiHATa KOMOMHANMS B cpagHenye ¢ 52,4 % o 58,8%
sa TECTIAJAH HCT. ' o ' o '

B paHgoMH3HpaHo, ABOHHO-CIIATIO MPOYYBaHe ¢ A0OABLHHO JIEueHne Ha 808 mawyenra (99,9 % naleHTH
OT KaBKa3KaTa paca) Heio0pe KOHTPOIHpany crell 8-CeAMMYHa Tepanus ¢ ABOiiHAa KOMOHHALMA
onmecaprad 40 mg mnoc amnoauman 10 mg, 1eYeHHeTo ¢ TECIIAJAH HCT Boau wmcneHo o
JIONBIHHTENHO HAMAJISBAHE HA APTEPUAHOTO HAATAHE B CEIHANO TIONOXKEHHE OT -1,8/-1,0 mmHg, npx
neuenne ¢ TECTIAZIAH HCT 40mg/10 mg/12,5 mg ¥ CTATHCTIIECKM 3HAMMMO AOIYLIHMTENHO
HaMaNABAHE HA apTEPHATHOTO HaNIraHe B CEAHAAO MONOKEHHE OT -3,6/ -2,8 mmHg npu neuenne ¢
TECIIAJJAH HCT 40 mg/10 mg/25 mg, B CPaBHCHKE ¢ OIMECApTaH 40 mg ruiroc aMnoaMnvH 10 mg
_[RoiiHa kKoMOHHaIme . oo '

Jleuernero ¢ TECHAJIAH HCT 40 mg/10 mg/25 mg Tpoiina KOMOHHALWS BOJM 10 CTATHCTHHECKH
3HAYMMO TIO-FONIAM MPOLICHT A THIA, JIOCTHIHAJIA A0 NIPHITETHATE CTOHHOCTH Ha apTEpHANHOTO
HAIMIaHe B CPAaBHEHME C NeUCHHE ¢ onmecapTal 40 mg nyjoc aMmionAnH 10 mg nroiiHa KoMOuHaLMA
(41,3% cripamo 24,2%); neservero ¢ TECTIATIAH HCT40 mg/10 mg/12,5 mg Tpoiina komOHHALAA
BOIH YUCJIEHO 10 NO-TONAM MPOLICHT LG, AOCTHTHAIH TIPULICTHNTE CTOMHOCTH Ha apTePHATIHOTO MM
HangraHe B CPABHEHHE C JIYEHHE C ONMECAPTAH MEJIOKCOMHIT 40 mg ooc amlodipin 10 mg aeoiHa
xoMGuHauma (29,5% crapamo 24,2%) NpH NALHEHTH Hefobpe KOHTPOJHPaHH ¢ BOHHATA KOMGHHAIHA.

ABTUXHTIEPTEH3HBHMAT eekT Ha TECTIANAH HCT e nopoben He3aBUCKMO OT BE3pacTTa K Nona, a
CBILO TAKA & NoAo0eH IIpH HALMesTH ¢ Wi Oe3 anaber.

Jipyra undopmarmsa

Jge ronemy paHIOMH3UPAHH KOHTPOSHPAHH NPOYUYBAHHSA — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texy1wo 1/106anH0 U3NHTBAHE 32 KPaliiK TOUKH
HA TEMMCAPTAH, CAMOCTOATENHO M B KOMOUHALMA ¢ pamunpun) 1 VA NEPHRON-D (Knuinano
NpoYURaHe, CRLP3aHO ¢ pa3BHTHE Ha HeponaThs npu AnabeT, NpoBeacHO OT MUHHCTEPCTRO TIO
BBIIPOCHTE Ha BETepaHuTe) — Npoyusat ynorpedbara Ha komOunaunsata of ACE nuxnburop u
anruoTensyn M-penerropen Snokep. B s L
.. ONTARGET e npoyusate, IpOBEICHO TIPH TAIMEHTH C AHAMHE3A 32 CHPAETHOCHIOBA WIH S
"+ MO3BUHOCHKA0BA GONECT; kM 3aXapeH AMateT THN 2, IPAAPYKCHH C JIAHHH 32 YBPEKAANE Ha ejeKTOpHH. . -
opratin. VA NEPHRON-D e npoy+BaHe Np1 IALHEHTH Che 3axapeH waler Tan 2 1 AnabetHa: '
Tezu npoyyBaHus He NIOKa3BaT 3HaynM GnaronpusTex ebekT BRpXy GrOpeimyre wmin . . . .
| CHPACHHOCHAOBHTE NOCTIENMLA 1 CMEPTHOCT, KATO CHIIEBPEMEHHO ¢a HAGMOABAM TIOBULLICH PHCK OT
XHIIepKaTHEMHS, OCTPO YBpexkrane Ha Hubpeuyre WA XHTIOTOHHA B CPaBHEHHE € MOHOTEparmATa.
" KaTo cé BMaT NpeiBH CXOAHHTE UM (pap'MaicomaHaMme CROMCTBA, TE3H PE3YATATH Ca NIPHITIONHUMH H 38
npyri ACE uxu6uropn M aHruotensus IE-penentopnn Grokepn. S
" ACE uxs6urroph » anruotensun Il-penenroprin noxepy CIIGAOBATENNO HE TPA0RA Nla Ce M3NONI3BAT
€TTHOBPEMEHHO IIPH TTALHEHTH ¢ HaGeTHa HEppoTaTHA. e e
-ALTITUDE (Kuui4HO IpOYYBaHE IPOBETIEHO C ATHICKUPEH TIPH NAtMEHT] Che 3aXapeH Auabet T 2 ¢
HIIOTREAHE HA CHRJIEUHO-CA0BM 1 6H6pedHN 3a00AABAHIA KATO KPAHHH TOYKH) € NpoyUBaHe,
NpenHa3HaYEHO fa M3CNIeNBa 1I0NI3aTa OT oGaBAHETO Ha AMCKMpEH KbM CTaHAAPTHA TEPanis ¢
MEXMGHTOp WK aurnoTensun H-penenTopen Gri0Kep NpH TIALEHTH CBC 3axapeH auabepsF
' xpor‘mqﬂo'ﬁbﬁ[}e}mo sabonseaHe, CHPAEYHOCHA0BO 3aboniBane win K ete. [1poyusd
. IPEKpATEHO NPEKAEBPEMEHHO OPA/N TIOBKLIEH PHCK OT neBnaronpHATHN iocae i
CLPAEYHOCHA0BYTA CMBPT, Taka B MHCYATBT ca [10-YeCTH B rPyNaTa Ha ANUCKYpEH;
Ha 11aue6o, a IPEICTABAABAUMTE HHTEPEC HEXENanN CHOMTHS H CEPHO3HH HEMEN
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(xvnepkannemus, XHIIOToHK 1 ObOpedna ancdyHxuMa) ce chobluasar no-4ecro B rpynara Ha
ANIMCKHPEH, OTKOJIKOTO B rpynaTa Ha ruianebo.

HemenanomeH pak Ha kosxaTa: B3 0CHOBa Ha HATIMYHHTE JaHHH OT EeTHIEMHONOTMYHHA TIPOYUBAHUA €
HaboNABaHA 3aBUCHMA OT KyMYNIaTMBHATa 034 BpB3Kka Mexy XXT3 n HMPK. Enxo npoyusane

- BKMIOYBA 0OMy/alKa, cheroama ce ot 71 533 cayuvan Ha BKK 1 8 629 cnyyan na CKK, n nonynatms ot
crorseTHO 1 430 833 u 172 462 nonxoasmy koutpony. Bucokara ynorpeba na XXT3 (kymynatupHO
=50 000 mg) ¢ cBup3ana ¢ kopurupad OR 1,29 (95% JIH: 1,23-1,35) 3a BKK 1 3,98 (95% [I1: 3,68-4,31)
za CKK. HaGmonagana € AcHa Bpbika KyMyJaTHEHA 103a-0TroBop kakro 3a BKK, Taxa n 3a CKK. Jlpyro
NPOyYBAHE NOKa3Ba B3MOXHa BPb3ka Mexay paka Ha yeraate (CKK) u excnosnumaTa na XXT3: 3a 633
cllyyaM Ha pak Ha YCTHHTe ¢ nonOpaHa nomynaims or 63 067 noaxofsmu KOHTPOIM, KaTo Ce HaNon3sa
CTpaTerus 3a B3eMaHe Ha npobH, onipeseneHa OT pHeka, JleMoHCTpHpaHa e Bpb3ka KyMynaTHeHa J103a-
oTrosop ¢ kopurupand OR 2,1 (95% JIH: 1,7-2,6), vapacteam 1o OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~
25000 mg)n OR 7,7 (5, 7 10,5) 3a nali-BrcoKaTa Kymynatusha aosa (~ 100 000 mg) (mx m;mo TOUK2
4.4).

5.2 @DapMaAKOKHHETHYHH CBOHCTEA

EnHoBpeMEHHOTO NPHIMKENHE Ha OIMECAPTAH MeZIOKCOMIJL, AMJIOIMITHH H XMAPOXJIOPOTHAZH]L He
OK23Ba KIHHHYHO-3HaYMMU edeKTH BbpXy PapMAKOKMHETHKATA Ha BCEKH OT KOMIIOHCHTHTE [IPH 3/IpaBH
A,

Cnen nepopanso npunoxenne Ha TECTIAJIAH HCT npu nopMaliHy 34paBH Bb3pacTHH, MAKCUMANHH
TITa3MEHH KOHIEHTPAIMH Ha ONTMECAPTAH, aMITOTHITHE H XHIPOXJIOPOTHA3H CE IOCTUTAT 33
nprbnusmrento 1,5 1o 3 vaca, 6 no 8 yaca 1 1,5 fio 2 waca, CHOTBETHO. Cxopoc'rra M CTEIeHTa Ha
afcopOups Ha onMecapTan MEZIOKCOMHJY; AMIIOJTHITHH H x:mpoxnopomasn,u or TECTIAJAH HCT ca
CHUMTE, KAKTO KOFaTO ce MPUIarar Kato ABoliHa (PHKCHpaHa KOMOWHALMA OT OJIMECAPTAH MENOKCOMHIl ¥
. AMJIONMITMH 32€JHO ¢ XMPOXJIOPOTHAZH] KATO OTAEHa TabJIeTKa WK KOraTo Ce NpHiara KaTo
(uKCHpata NBoFHA KOMOMHALMS OT OJIMECAPTAH MEJOKCOMUI B XHAPOXJIOPOTHA3H/L 3a€IHO ¢
AMTNIOJIMITHH KaTO OTAENHA TabNleTka B ChUIMTE A03H. XpaHaTa He TIORMHABa OMOHATHYHOCTTa Ha
TECHAIAH HCT.

OnMecaprad MeIOKCOMMI

AbGcopbiyus u pasnpedenenue’

Onmecapran MEJIOKCOMMUN ¢ NpeiekapeTso. Toi GBp30 ce npespblla BbE (hapMakoNorHiuHo akTHEHMS
METabOJIMT OfIMECAPTAH OT ECTEPA3H B YPEBHATA MYKO3a i B IIOPTARHATA Kpbe npy abeopbiuis oT

* CTOMAWIHO-YPEBHIAS TPAKT. B M1asMaTa Wikt B €KCKPETHTE HE CE YCTAHOBABA HHTAKTCH ONIMeCapTa
MeTIOKCOMI WUTH AKTHBHOCT Ha MHTAKTHa CTPaHH4HA BEpATa Me.uoxcom Cpe.uHaTa aﬁcomcm{a

. GMOHanmaHocr Ha onmccapIaH orr TabneTHHTE c])opMH ¢ 25 6%. . :

Cpeznaia MakcHManHza IiasMeHa KOHuempaIma (Cinax) H2 onmecapraﬁ ce JIOCTHTa B paMKme Ha?2 vaca
cilefl IpHEMa Ha OJMecapTaH MEOKCOMIUT H IUIASMEHHTE ROHIIEHTpAIMK Ha O/IMECAPTAH ce nonmuasar -
npnﬁmmenﬂo JTHHCHHO ¢ Hapacmamu ezmoxpam nepopa.nnn ,110311 it} npnﬁnnsmenﬂo 80 mg

: XpaHaTa OKa3Ba MUHHMANEH ed)elcr Bhpxy GroHaNMYROCTTa Ha onmccapMH 14 nopa,uu TOBa onmecaprraﬂ
MEIOKCOMH MOXKE J1a 61;)13 npnnox{eﬂ ¢ i Ges Xpasa. :

. Heca Haﬁmo,uaBam KJ]}{HH‘IHO 3Ha'-lHMH cm,psaﬂu ¢ nona pasnm BBB (bapmaxoxnﬂe'rmca"ra Ha
. onMecapTaH. . ' ’ : S :

Onmecap’ran ce cm;pasa EBB BHCOK npouel-rr c I'U'IEBMGHHTG npO'reHHn (99, ’?%) HO BL3MOKHOGK
' KIIMHMYHO 3HAUHMM B3aMMONEHCTBHA NOPaAM H3MECTBAHE OT NNIA3MEHHTE NPOTEUHH Mex @Wﬂa
" H IpyTH €0HOBPEMEHHO ApUNardiii aKTHBHH BEUIECTBA, KOHTO BbB BHCOK IIPOLEHT C€ CB
'Mna3sMEHHTE NPOTEHHH, € HHEKA (KOETO ce NOTBbPIKAARA GT JIANCATa Ha KIIMHHYHO 3Ha
B3aHMO,El€l/ICTBHe Me}l{ﬂ}l’ onmecapraH MG,LEOKCOMHJ'I H Bapd)apuﬂ) CB’bp3BaHe’TO Ha oM
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Kp'bBHHTe KAETKH € HE3HAYHUTECITHO, Lpeﬂnnm 0beM Ha pasnpe,ueneﬂue cle MHTPaBEHO3HOTO J103upaHe e
Hucko (16 —29L).

EuOmpchqbopmaquﬂ u emumuHUpane

- OGLMAT IUIasMeH KIIAPEHC Ha o/iMecapTal OOMKHOBEHO ¢ 1 3 LM (CV 19%) n e cpapuutento GaseH B
CpaBHeHHe ¢ uepaonpoBHus kpbeoTok {npu6n. 90 L/h). Cnen enHokpartna népopantia 033 Ha Gengsan ¢
MC anMecapran Meokcomun, 10-16% ot npunoxkeyaTa paznoaKTHBHOCT C& eKCKPETHPa B ypHHATa (no-
ronaMara JacT npes I’bPBHTE 24 yaca 0T NPHIIKEHHETO HA 103aTa) B OCTATHKELT OT PATHOAKTHBHOCTTA
ce exckpeTHpa 5bB (erieca. B3 ocHoRa Ha cHcTeMHa GHOHATWIHOCT 0T 25,6%, MOXKe [a oBne
H34YHCIEHO, Ye AGCopGHpanusIT OIMeCcapTaH ¢e O4HCTBA TIOCPEACTBOM 6EOpeyHa eKCKpeTiHs {npu6n.

40%) 1 xenaTobunHapHa exckpelms (npuban. 60%). Llanara ycTaHOBHMA PaiHOaKTHBHOCT C&

yaeHTH(HLMpa KaTo ofMecapran. He ce yCTaHOBABA JPYT 3HAYAM METAOOMMT. EHTEpOXCHIATANHAAT
KPBTOBpaT Ha OJIMECapTas ¢ MAHUMANEH. Tbii KaTO roNAMAa YacT OT OJIMECAPTAH Ce EKCKPETHpa Ipe3
HTHYKATA, PHIOKEHHETO TIpH TIALHEHTH ¢ G1nuapHa 0OCTPYKLMA € NPOTHBOTIOKA3aHO (BIDKTE TOYKA
4.3).

KpaiinoTo Bpeme Ha TIONY>KHBOT Ha OiMecapTaH Bapupa mexkuty 10 1 15 Haca cneji MROTOKpaTeH
Tiepopalied NipyeM. PABHOBECHO CHCTOSHHE C& JOCTHIa Cefl 2-5 JHM NPHEM K TOCeABALO aKyMy IHpate
He ce Habmoziasa ciejl 14 THH NOBTapsil Ce HPHEM. Bu6peunust KupbHe € npubamsurenso 0,5-0,7 L'h
W He 3aBHCH OT J03aTa. -

Jexapcmsenu 63aumo0eticInGus

Konecepenam, IEKapCcTBO, KOSTO CBEP3Ba JKIBYHUTE KHCEIHHH

E/HOBpEMeHOTO TpHnoxkeHHe Ha 40 mg onMecapTal Meaokcomui H 3750 mg konecepenam
XMAPOX/TOPUI NPH 3APaBY J4uA BoAH A0 28% namanssane Ha Cuax# 39% HamajliBaHe HA AUC na
onmecapran. ITo-ciab edekr ce Habmonasa, cboTBeTHO 4% 1 15% Hamangpane Ha Crax 1 AUC aKo
OJIMECAPTAH MEJOKCOMUIT ce TIPHI0KH 4 Yaca IIPe/iM KoneceBeiaM XHAPOXA0pHA.
ENAMHHAITMOHHHAT TIOTYKMBOT Ha ONIMECAPTAH HaManiea ¢ okono 50-52% He3aBHCHMO fanH € -
TIPAIIONKCH EIHOBPEMEHO WM 4 Yaca NPeaH KoJecesenaM XHAPOXIopu, (BIKTE ToUKa 4.5).

AMJIOHIHN

AbBcopbyus u panpedeaenie

Cries nEpOpANHO NPHICKEHHME Ha TEPaNeBTHYHN 1031 aMIoaunuK ce abeopbupa nobpe ¢ MakCHMATHI
nazMeHH HHEBa okos0 6-12 waca cnea npuemane Ha 103a. AGconoTHaTa GUOHAMYHOCT € OLIEHEHA
meakay 64 u 80%. OBembT Ha pazupeaenenne € oxoiio 21 Vkg. In vitro npoy4sania MOKa3sgar, 4e 0Kono

97,5 % ot unpxyﬂnpamm aMJIOIUTIMH € CEbp3aH € mlasmeﬂm MPOTEHHH.
AﬁcopGunm Ha ammo;mrﬂm HE.ce TIORIHABA OT ennonpeme}umn NpHeM C XpaHa .

Buompaﬂccﬁo;mauug u emuuupane 7
I(pamma nony)mm‘ Ha eJIHMHHHpaHe € OKOJIO 35-50 qaca, C'I>0TBC'ICTBaH], npn nosupaHe e,amﬁ m.'r,
~ IHEBHO:- '

' AMHOJIHHH}I ce Mc’raﬁonmnpa €KCTEH3HBHO OT qepnm )1p06 N0 HEAaKTHEHH Mﬁ‘Taﬁ()J'IH’IH XaTo 10%
H3XO[IHO Bemecmo H. 60% ) Meq‘aﬁonmme ce e}(cxpempa'r B ypHHaTa - :

7 -XH gpoxnopormas_y_]g" K

Aﬁcopﬁuuﬂ u paanpeaeﬂeuue

paznpenenenne e 0 83 l 14 L/kg

Euompqncgbopmauuﬂ u_"emmw_irupaﬁe i
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XuapoxnopoTHast He ce MeTadony3Mpa TIPH XOPA H NOYTH HANBIHO C& CKEKPETHPA KATO HENPOMEHENO
AKTMBHO BELIECTBO B yPHHATA. Mpubnusurenno 60% ot nepopanHara 1032 ce €IHMHHHDA KATO
HEMPOMEHEHO aKTHBHO BELIECTBO B pamkuTe Ha 48 vaca. BOpedHIAT KIMPBHC € OKONO 250-300-
mL/min, KpaiinoTo BpeMe Ha IONYKMBOT Ha xpjipoxnopotHasun ¢ 10-15 waca.

DApMAKOKHHETHIA IPH CICUHAIEH TONYAIMAN NARHEHTH

{leduampruna nonyrayus

Epponefickara areniyas 110 IeKapcTBaTa 0TKasa 3anmeﬂne'ro 3a MPeOCTABIHE PE3yNTATHIE OT
npoyusatuata ¢ TECTTAIIAH HCT BbB BCH4KH NOATPYNA OT NEAHATPHYHATA NONYJIALKA € eCEeHLIIHATHA
XUTEPTOHHUA.

Hayuennu e cmapuecka ev3pacm (Ha 65 200unu u noseve)

Tlpu maunerrtn ¢ xunepronns AUC Ha oMecapTaH B paBHOBECHO CECTOAHNE CE IIOBUILARA C OKOIIO 35%
TP MAIMEHTH B CTAPYEcKa Bb3PacT (65-75 ronuAn) | ¢ oko7o 44% NpH ome NO-BE3PACTHI NALYEHTH
(2 75 ronuHK), B CpaBHEHME C N0-MJIAJIaTa BB3PACTORA Ipyna (BHKTe ToUKa 4.2).

ToBa MOYKe TIOHE OTHACTH 7 C¢ JIB/KH Ha CpeHOTO NOHWKaBaHe Ha GnOpeuHara gyHKUMs B Ta3H rpymna
natwenTH. [IpenophUBaHAAT N030B PEXXHM [PH MAIMEHTHTE B CTAPUECKa Bb3pact, 00ate, ¢ CHIIMAT,
BBLIpPEKH Ue € HeoOXOAUMO IIOBAIIICHO BHRMaHHE MPH [IOBMIIaBaHe Ha 103413,

BpemeTo 3a OCTHraHE Ha MAKCHMAIHKTE TIIa3MEHH KOHLIEHTPAIMH Ha aMIOAMINH € CXO/IHO TIpH
NALMEHTH B CTAPYECKA BL3PACT H MpH NO-MNaaM TlauyeHTH. Hanvue e TeHIeHIMA 32 NOHHKABAHE Ha
KIIMPBHCA HA aMJIOIMITAH, KOETO BoxM 10 HapacTare Ha AUC 1 Ha BpeMeTo Ha IOMY>XHBOT NPH
DALHEHTH B cTapuecka Bh3pact. Ilopxmasaneto na AUC M Ha BpeMeTO Ha TIONYKHBOT [IPH NAlMEHTH
CBC 3ACTOMHA ChpAie Ha HENOCTATEYROCT Ca CIOpe/l C4aKBANNATA 32 MAIMEHTHTE B Ta3H BB3pacTOBa

" rpyna B ToBa npoy4sase (BWkTe T. 4.4). : -

- -OrpaHiyeHy AAHHH APESATIONAraT, Y& CHCTEMHUAT KIHPBHC Ha XHUAPOXTIOPOTHA3ZHA € PpENyLMpaH KAKTO
MNpH 30paBy, Taka H NPH HALMECHTH ¢ XUIEPTOHRA B CTapyecKa Bb3PacT B CPABHEHUE C MAAZIH 31paBy
JZlOﬁpOBOJ}LIH.

Lvbpeuno yepea;cdane ~

1lpu nanuentn ¢ 6n6peuHo yepexnaHe AUC na ofMecapral B paBHOBECHO ChCTOSHHE HapacTea ¢ 62%,
82% 1 179% NpH NALMEHTH C JIEKO, YMEPEHO 1 TexKO OLOPEUHO YBpeXaaHe, ChOTBETHO, B CPaBHEHHE

CLC 3/IpaBH KOHTPOIH (BypKTe ToukH 4.2 1 4.4). DapMaKOKMHETHKATA Ha ONMECapTaH MEROKCOMUI BpH

MALMEHTH, KOUTO NPOBEKIAT XeMOANANH3a, He € H3CNeaBaHa.

‘AMJIO,ElH]]]rIH eKCTEH3HEHO Ce Me'raﬁonmnpa IO HEAKTHBHI Memﬁonnm JleceT nponeHTa OT BELLECTROTO
C€ EKCKPETHPa He]'[pOMeHeHO B ypunata. [lpoMeryTe B IIa3MeHHTE: KOHIIGHTPALIAM HA aMJIOMIHH He
_KOPENHpAT ¢he CTENIEHTa Ha 61:6pequrro YBpEKIaHe. Hpn Te3u nauueﬂ'm, aMTIOMATII MOSKE 114 Co

. TipHnara g oﬁmauﬂara o3 Amommun He'ce Ipamzapa. .

BpemeTo Ha; IIOIL}’}KHBOT Ha xnnpoxnopcrmas]m ce yn'ancaBa an namlen’m c HapymeHa Ghﬁpetma -
. yHKIMs, : , .

LJ'epHt:nﬂpoﬁuo wpewc@ane : Co .
Criet iHOKPAaTHO NEPOPAAHO npnﬂo;xeﬂue HMBaTa Ha AUC Ha onmecap'raﬂ cac 6% H 65% HO-BHCOKP]
'CBOTBETHO MPH TTALMEHTH € JIEKO H YMEPEHO YePHOAPOOHO YBpesKaaHe, OTKONIKOTO IpH
' CHOTBETCTBAIIATE HM CBIJIACYBAHH 30PaBi KOHTPOIH. Hecpup3aHaTa (pakips Ha 0JIMECAPTaH Ha 2"“ vac
CIleL ipYeMa NpH 3/paBH JTHLIA, TIPA NaLMeHTH ¢ JIEKO yepHOAPOGHO YBPEIKIAHE W NP IAUHEHTH.C |
YMEPEHO 4epHOAPOOHO YBpeN(IaHE € cpotseHe 0,26%, 0,34% 1 0,41%. Cnen MHOroKparHo noanpaﬂe
" npu nauneH"m c ymepeﬂo qepno,apoﬁno YBpeXxzane, cpeanara. AUC Ha OJIMecapTaH OTHOBO ¢




‘Hama edexr pupxy (epraunurera Ha HJ]’LXOBE neKyBaHH € aMI00MITIH (M'b}KKH 34 64 1HH 1
.- XMV TIpean YHQTOCBAHETO) NPK R03H Fo 10 mg/kg/nHerro (8 npTH* MakcHMannaTa npepgfigh
.1o3a npu xopa oT 10 mg Ha 6a3a¥a Ba CHOTHOLIEHHETO mg/m2). [Ipu apyro npoysaH '

HanuuHuTe ca MHOTO OrpaHHYEHH KIMBHUHM JJAHHH OTHOCHO NPHADKEHHETO HA AMIOANITMH DK
NAHMeHTH ¢ YepHoApobHO yspexaae. KIHpHHCET Ha BMITORMNEH Ce NOHWKABA 1 BPEMETO Ha
TONTY’)KHBOT e YAB/DKABA TIPH TIALMEHTH C yBpeeHa uepHoapobHa QyHKIMA, KOCTO BOTIM 10 HapacTEaHe
Ha AUC'¢c npu6nu3men}10 40% 60% (xTe Touxu 4.2 n 4.4).

YephonpoOHOTO YBpeKaaHe He TIOBNHABA 3HAUAMO (})apmalcomﬂemx_am Ha XHPOXJIOPOTHAZHIL.
53 Hpeaxnunaysy JaHan 3a fesonacaoct
OnMecapraH MEACKCOMHU/aMIIOAUITHY/ XHIPOXIOPOTHA3K KOMOMHALMA

ITpoyuBaHe 3a TOKCMYHOCT NPA MHOTOKPATHO IPHIIAraHe TIPH IIBX0BE NEMOHCTPHPA, e
KOMGMHHPAHOTO PANOKEHHE Ba O/IMECAPTaH MEAOKCOMHLT, aMIOJIMIMH H XHAPOXIOPOTHASHIL HE YCHIIBA
HSKOA OT CHODIEHHTE TIpe TOBA H CHIUECTBYBALIH TOKCHYHOCTH Ha OTACIHATE CBCTARKH W HE
NPYYHHSRA KAKBATO U 1 6W10 HOBA TOKCHYHOCT, KAKTO U He ce HaObMONAaRaT CHHEPriHYHH OT
TOKCHKOJIOTHYHA TTIEHA TOYKA SPEKTH.

He ca NpoResyIaHu NOITBIHNTETHH H3TUTBAHKA 38 MYTAr€HHOCT, KAHUEPOTEHHOCT M DENPOIYKTHBHA
toxcuusoer 32 TECTIAJTAH HCT nopann no6pe epectHiA npodun Ha 6e301aCHOCT HA OTACITHHTE
AKTHBHH BCICCTBA.

(nmecapTan MELOKCOMAIT

B npoyyusaHus 3a XPOHHYHA TOKCHIHOCT MPH IUIEX0BE W KY4ETa, OJIMECAPTAH MENIOKCOMMIT TIOKa3Ra
nogo6xy edexh, kKakro AT peuenropau antaronucTd B ACE MHXHOHTOPH: TIOBAIICHH HYUBA HA
HNTpOreH KkprkbHa ypes (BUN) 1 KpeaTHHUH, HAMa/IABAIC Ha TETTIOTO Ha CHPLCTO, HAMAIABAHE Ha
nIapaMeTPHTE HA 4ePBEHHTE KPBBHH KIETKH (epnmouwm XeMOITIOOHH, XeMaTOKpHT) XHCTONOTHYHH
nokasareny 3a 6u6peuno yspeiane (perencpaTHBHa Jiesks Ha GLOpeTHHA enuten, ynebenssate Ha
fasannaTa MemBpana, jianataupa Ha TyGymire). TesH HesKelaHH peaKiyH, TPHYUHCHH 0T
(apMaKOAOIMHHOTO AEHCTBHE HA ONIMECAPTaH MEIOKCOMII, CBILO Ca ¢ NOABKIN B NPEKTIHHHYHH
TNpoY4BaHKA 33 APYTH AT; peuerrropHu anTarosHcTH B ACE WHXHONTODH H MOXe 1A ObaaT raManeHn
NpH eQHOBPEMEHHO NIEPOPAIHO NPHIOKEHHe HA HATPHEB XJIOPHA.

Mono6Ho na apyru AT peLienTOPHH aHTarOHKCTH OAMECAPTAH MEAOKCOMHII NOBHIIABA CJIY4anTE Ha
XPOMO3OMHA MYTINMBOCT B KITETBYHU KYNTYPH in Vitro, HO He in vive. KaTo 14n0 NanuuTe OF Nporpami 34
H3CIIeIBAHNS 32 001IA FeHOTOKCHHOCT NPeIoNarar, Ye OJIMECAPTAH € MaJIKO BEPOATHO Ad NpOiBK
FeHOTOKCHUHH eeKTH NPH KIMHMUHO Tipunokenne. OnMecapTaH He € KaHLEPOTEHEH NPH MUTLXOBE WIH
TPHHCTG}IHH MMLITKH.

B penponylcmnﬂn npqusauwl TIPM TUTHXOBE, onmecap'raﬂ MEJOKCOMIUT He TIOBIIHsBa q)epmnmera H
HIMa IOKA3ATENCTBA 32 TEPATOreHeH eq)elcr TonoGHo Ha apyru anrnorensnt I aHTaroRMCTH

o npemsemocm Ha noxoneﬂne'ro € BaMajeHa H e HabImoNABaHA TIEBIYHa JIUIATaliA Ha GuOpenmTe
cl1e/} €KCTIO3MLIA HA MaiiKKTe 110 BpeMe Ha KbCHA GpemeHHocT H K‘bpMeHe l'Ipn 3am.ud HiMa NaHHH 33
, cberomxcnqnn e(})ex‘m ' :

AMJlommmi :

Penponyx'muua TOKCHYHOCT

" PenpomyKTuBHH NPOYYBAHKA NPH TUIBXOBE M MUIUKH ¢4 noKa3ay 3abapsHe Ha pa)i(,ﬂ,aHeTO yBeJ'IHlleHa
: nponmmmrennocr Ha PDKAAHETO H HOHMKEna TIPSXUBAEMOCT Ha TIOTOMCTBOTO TIPK ,uozupomca OKOJIO 50 '
- TIBTH TIO-BHCOK2 OT npenopquenﬂam A03H NpH xopa Ha Gasa cmmomemlero mg/kg

YBpexc):laHe Ha (}Jepmnme'ra

KOETO MBKKHTE HHAHBH/IH Ca NIEKYBaH# ¢ aMIOXIIHH Gesunat 3a 30 kK ¢ 1033, Cpag
xopa Ha 6Gazara Ba choTHOWeHMeTo mg/kg, ca yCTaHOBeHH HAManeHu HYBA B nnazMar
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CTHMYJIHPALLMS XOPMOH 14 TECTOCTEPOH, KAKTO M HaMAABAHE Ha IUILTHOCTTA HA CNepmata B 0pos Ha
3PCNTE CTIEPMATHAN H CepTOIIHeBH KIIETKH.

KaHueporeHHOCT MyrareHHocr

TInbx0Be M MHUIKH, JIEKYBAHH C AMJIOJIATIMH TIPH TIPHEM 32 IBE TOIMHY, NPH KOHLEHTPAlHA H3uHcHena
Aa OcHTYpH HHBa Ha AHeBHa 1032 oT 0, 5, 1,25 1 2,5 mg/kg/IiHeBHO HE NOKAZBAT JIOKA3ATENCTRA 34
KaHueporennocT. Haji-BicokaTa n03a (33 MUITIKH, TOROBHA HA MAKCHMA/IRATA NIPEIIOPLYHTENHA
KIHHMYHA 1033 oT 10 mg Ha 623aTa Ha CHOTHOLIEHKETO ME/m2, a 32 NTBXOBC 1BA THTH™ N0-BUCOKA OT
MaKCHMAITHATA TIPeIophuHTeNHa) € GiM3Ka 10 MaKCHMalHaTa NOHOCHMA 1032 33 MUILKH, HO He 32
TIIBX0BE. MyTal"eHHPI HPOY'-IBaHI’ISI NMOKa3BaT, 1€ HAMa IleKapCTBEHO-CB'BPSHHH e(beKTl/] KakKTo Ha reHHO,
TAKA W HA XPOMO3OMHO HHEO.

*Ha Gazata Ha Teriio Ha nauuedT 50 kg
XHIpOXTOPOTHAIMA

Tlpoy4Banus ¢ XMAPOXIOPOTHASHE TIOKA3RAT HEC/IHO3HAYHM [IOKA3aTEIICTRA 33 ICHOTOKCHYEH H
KaHleporeHeH ed)eKT NPH HAKOM eKCTIEPHMEHTAIHH MOZICITH, BBIIpexu ToBa GOraTHAT OMNMT NPH X0pa ¢
XHIPOXTOPOTHA3H/ HE NOKA3Ba BPB3Ka MEXKAY Herosara ynoTpeba ¥ NopMIleHaTa N0ABA Ha HEOIIA3MH.

6. OAPMAITEBTHYHIA TAHHW
6.1 CnucesK HA NOMOIUIHHTE BEeIeCTBA

Cwpyesuna na mabremxama

. [{apeBHYHO HMILIECTE, NPEKENATHHAHPAHO
MuxpoxkpucTanHa Hey/103a

Cunnumes AuUokcu, konoMzed 6essosieH
Kpockapmenosa HaTpui

Marneznes creapar

Dunvupano noxpumue

. T1OMMBHHHUNIOB AIKOXO07
. Makporon 3350
. Tank
. ‘TwraHor auokcun (E 171) .
e ° “Kenesen (Iif) oxcun ncwrr E 172)
3 Menesen (1) oxcup uepeen (E. 172) (camo BbB (anMHpaHﬂ mﬁne’mﬂ 20 mg/S mg/ 12,5 mg, 40

- mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg)

" . - HKenesen (11, I]I) OKCHJ, qepeu (E. 172) (camo BLE. :buﬁmnpaun Taﬁnemm 20 mg/S mg/ 12,5 mg)
:;6;2 : chbnpaecrnyom | | B | R
Hgnpnndﬁcm&_o._ |
; 63 ..--f..Cp'og_rna‘foﬂ,HOCT
. 31‘0;[1»1}11/1 |
_ 6.4'_ - ' _Cneuuajliln .yc.'n.onu'ﬂ 3a i?lﬁ:xpa_n_enné

To31 BeKapCTEEH NPOAYKT HE WINCKBA CNENNANHA YCIIOBAS 32 CHXPAHEHHC.

6.5  Bua# chIbPKAHNHE HA OTAKOBKATA
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JlaMuHmpaH nonuaMnYayMUHUI/IOTHBIHII XJIOpUVanyMunnes Gancrep.

Onakoekw ot 14, 28, 30, 56, 84, 90, 98,‘ 10x28u10x30 d)unmupaﬂu TabneTky B OJIMCTEPH.
10x1, 50x1 v 500x1 ¢punmupanu TadbneTku B nepcbopupaﬂu €/1HO/1030BH 6nncrepu.

30 ml HDPE-GymnKH C nonnnponnne}losa Karauxa, 3amMTeHa oT OTBapslHe oT J_xeua obBMTa C
BLTPELIHO YTUTBTHEHHE M CHIHIIHEB TeJl CYLUMTEN. :
Onakogku 0T 7 1 30 punmupany TabneTku.

60 ml HDPE-GyTiiiki ¢ IONMIponuieHoBa Kanadka, 3aliuTeHa oT oTeapsite oT Jielia, oBuTa ¢
BLTPEUIHO YILTETHEHHE U CHITMLIMEB I'eJl CYLIIHTE.

Onakosk# 0T 90 ¢punaMupany TabneTku.

He BCHUKH BHIOBE ONAKOBKH MOrar 1a Obaat mycHati B npofak6a.

6.6 Criennainy npeanasin MEPKH NpH H3XBbpJsiHe H paboTa

Hsma cnielianyy M3MCKBaHMSL.

T I'[PHTE)KATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S.A.

1, Avenue de la Gare, L-1611 Luxembourg

JhroxkcemOypr

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA
TECIIAJIAH HCT 20 mg/5 mg/12,5 mg ¢pwimupany tabnetku: 20110282
TECIIAZJAH HCT 40 mg/5 mg/12,5 mg ¢puammpary tabsieTku: 20110283
TECHAJ,[AH HCT 40 mg/10 mg/12,5 mg dmnvupany tabnerkin: 20110284

:TFCTIA]IAFTFTCT 40 nf ﬁrmof"q mg (uIMHpann TabNCTKI: 20110285
TECIHAIAH HCT 40 mg/10 mg/25 mg ¢puasmupann rabnerkm: 20110286, 0

9. JATA HA ITbPBO PA3PE]JJABAHE:’HO}],HOBHBAHE HA PA3PE1HLHMETO 3A
YHOTPEBA

JHara Ha rrpro paspemaBaHe 03.05.2011r. .
- Jlara Ha nociieziHo nosiHoessane: 05.01 2016'1" .

10.  JIATA HA AKTYAJIM3UPAHE HA TEKCTA

022022
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