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Darman vasitasinin istifadesi tizre telimat (xasteler tiglin)

Libigran™ 6rtiikli tabletler
Libigran™

Beynalxalq patentlagdirilmamis adi: Sildenafil

Torkibi

Tasiredici madda: 1 6rtukli tabletin terkibinde 100 mq sildenafil
(sildenafil sitrat seklinds) vardir.

Kémekgi maddaler: mikrokristallik selliloza, susuz kalsium
hidrofosfat, natrium kroskarmelloza, magnezium stearat, Opadry Il
Blue 32 K 20406: hidroksipropilmetilselliiloza, sari demir oksidi
(E172), triasetin, laktoza monohidrat, titan dioksid (E171),
indiqokarmin (E132).

Tos'
Mavi rangli, altibucaqli, bir terafinda "100", diger terefinde "LBG"
basma yazi 6rtukli tabletler.

Farmakoterapevtik qrupu

Erektil pozgunluglarda istifade olunan derman vasitaleri.
Fosfodiesteraza inhibitorlari.

ATC kodu: GO4BE03

Farmakodinamikasi
Sildenafil - erektil disfunksiyanin mualicasinda istifada olunan oral
derman itasidir. Cinsi stimull ya tebii cavab olaraq cinsiyyat

tizviine gan axinini artirir ve pozulmus erektil funksiyani barpa edir.
Cinsiyyat Uzvu ereksiyasinin fizioloji mexanizmi cinsi stimullagsma
zamani kavernoz cisimda azot oksidinin (NO) azad olunmasi ilo
alagalidir. Azot oksidi quanilatsi a fermentini aktivlegdirir ki, bu da
siklik quanozinmonofosfatin (SQMF) saviyyasini artirir ve naticede
kavernoz cismin (corpus cavernosum) saya azalalerinin
bosalmasina ve kavernoz sinuslarin genisleanmasina gatirib ¢ixarir.
insanin tecrid edilmis kavernoz cisminas sildenafil birbasa bosaldici
tosir gostarmir, lakin azot-oksidinin bu toxumaya gésterdiyi bosaldici
tosiri guiclendirir. Cinsi stimullagsma zamani yerli olaraq NO azad olur,
sildenafilin tesiri altinda kavernoz cismde sQMF-in saviyyasinin
artmasina sebeb olan FDE 5 inhibs olunur. Bu sebsbden Libigran™-in
miusbat farmakoloji tesirini goéstermak (glin cinsi stimullasma
vacibdir.

Farmakokinetikasi

Sorulmasi

Sildenafil tez sorulur. Plazmada maksimal konsentrasiyasi 30-120
dagqige (orta hesabla 60 daq) arzinds yaranir. Daxile gabulu zamani
orta mutlaq biomanimsanilmasi 41% (25-63% haddinda) teskil edir.
Tovsiye edilon dozalarda (25 mqg-100 mq) daxile gebulundan sonra
sildenafilin AUC va C,,, gostericileri dozaya proporsional olaraq
yiksalir. Qida ile gebulu zamani sildenafilin sorulmasi lengiyir, T,
orta hesabla 60 daqartir, C_,, orta hesabla 29% azalir.

Paylanmasi

Tarazliq veziyystinde paylanma hacmi 105 | teskil edir, bu isa
toxumalarda paylanmasini gésterir. Sildenafilin ve onun sirkulyasiya
edan N-desmetil metabolitinin 96%-i plazma ziilallari ile birlasir ve
plazmada onun C,, 18 ng/ml (38 nM) teskil edir. Plazma ziilallari ilo
birlegsmasi preparatin imumi konsentrasiyasindan asil deyil.
Biotransformasiya

Sildenafil asasan CYP3A4 (asas yolu) ve CYP2C9 (slave yolu)
qaraciyar izofermentlari vasitesile metabolizme ugrayir. Ssas
metabolit N-desmetilsildenafildir. Daha sonra bu metabolit de
metabolizma ugrayir. FDE-ys segma gabiliyyatine gére bu metabolit
sildenafil ile mugayise olunandir, in vitro FDE-ya qarsi onun aktivliyi
isa sildenafilin tegriban 50%-ni taskil edir. Plazmada metabolitinin
konsentrasiyasi esas maddenin konsentrasiyasinin tagriben 40%-ni
toskil edir. N-desmetil metabolit teqriben 4 saatliq terminal
yarimxaricolma dévrt ile metabolizma ugrayir.

Xaric olunmasi

Sildenafilin tmumi klirensi 41 I/saatdir, terminal yarimxaricolma
dovru 3-5 saatdir. Daxile tetbiginden sonra sildenafil metabolitler
saklinde asasan nacisle (gabul olunan dozanin tagriban 80%-i), az
migdarda sidikle (gabul olunan dozanin tagriban 13%-i) xaric olur.
Xiisusi qrup xastalarda farmakokinetikasi

Yagli xostalor

65 ve yuxari yasda olan saglam koniillilerde sildenafilin klirensi
azaldigindan sildenafil ve aktiv N-desmetil metabolitinin plazma
konsentrasiyasi daha ganc (18-45 yas) kondllulerle muqayisade
tagriben 90% artmisdir.

Yasla bagh plazma zlallari ile birlesma daracasinin fargli olduguna
goro sarbast sildenafilin plazma konsentrasiyasi teqriben 40%
artmisdir.

Boyrok catismazhigi

Yingil ve orta deraceda olan boyrak gatismaziigi ile kéndllilerda
(kreatinin klirensi 30-80 ml/deq) 50 mq daxile birdefelik gebulundan
sonra farmakokinetikasi deyismemisdir. Agir boyrek catismaziigi
(kreatinin klirensi 30 ml/deg-den az) olan koéndllilerda sildenafilin
klirensi azalmisdir. Eyni yas qrupundan boyrek funksiyasinin
pozulmasi olmayan kéniillilerle miiqayisede bu azalmasina gére
AUC tagriban 100% ve C,, taqriban 88% artmisdir.

Qaraciyer catismazligi

Eyni yas qrupundan garaciyer funksiyasinin pozulmasi olmayan
kéntllulerle miiqayisads ylingil ve orta deracads qaraciyar sirrozu
(Cayld-Pyu tasnifatina géra A va B sinfi) olan kéndlltlerda sildenafilin
klirensi azalmigdir. Bu azalma AUC gostericisinin 84% va C,, 47%
artmasina sebab olur. Agir qaraciyer catismazligi ile xestelerde
sildenafilin farmakokinertikasi miisyyan olunmamisdir.

Istifadesine gostarigler

Libigran™ erektil disfunksiyanin simptomatik mualicesi Ugtn
gosterigdir.

Libigran™ cinsi stimullasma olmadan tesir géstermir.
Qadinlardaistifade olunmur.

Oks gostariglar

Sildenafile ve ya preparatin terkibindeki kémakgi maddalerden har
hansi birine qars yliksek hessasliq.

NO/sQMF mibadilesina gésterdiyi malum effektine gérs sildenafil
nitratlarin hipotenziv tesirini gticlendirir, bu sebabdan nitrat oksidlerle
(amilnitrat, butilnitrat kimi) ve ya nitratlarin diger formalarla
(nitrogliserin, izosorbid mononitrat, pentaeritritol tetranitrat, eritritol
tetranitrat, izosorbid dinitrat/fenobarbital) birge istifadesi oks
gbstorigdir.

On geyri-arteriit optik isemik nevropatiyasi olan xestslerds istifadesi
oks gosterisdir.

Erektil disfunksiya zamani istifade olunan dermanlar (sildenafil daxil
olmagla) cinsi aktivlik maslehat gérilmayen xastslere (qeyri-stabil
stenokardiya kimi trak-damar sistemi terafinden ciddi pozulmalar)
toévsiya olunmur.

Toehliikasizliys dair klinik tedqiqatlar apariimadigr tgin sildenafil
asagidaki xaste gruplarina aks gosterisdir:

- agirqaraciyar gatismazhig

- arterial hipotenziya (AT<90/50 mmc.s.)

- yaxin zamanda insult ve ya miokard infarkti kegirmis xasteler.
Pigmentli retinit kimi torlu gisanin irsi degenerativ pozulmalari
(xestalerin az gisminde torlu gisa fosfodiesterazanin aktivliyinin
genetik pozulmalari mévcuddur).

Xiisusi gostariglar

Farmakoloji mualicays baglamazdan avval erektil disfunksiyasinin
potensial sabableri Gyrenmak Ugln xastenin anamnezinin tam
toplanmasi va fiziki mtiayinalerin aparilmasi vacibdir.

Urek-damar sistemiterafinden faktorlar

Cinsi aktivlik trek terefinden mitiayyen bir risk faktorudur. Bu
sababdan erektil disfunksiyanin mialicesindan avval hakim xastenin
urak-damar sistemini diqgatli muayine edilmalidir. Sildenafil gan
tozyiqginin yiingil ve kegici azalmasina sabab olan vazodilatator
xUsusiyyatine malikdir. Sildenafil teyin etmazdan avval hakim
miayyan xastaliklori olan xastads alave tesir kimi
damargenislendirici effektin yaranma ehtimali haqqinda
dustnmealidir, xisusile de cinsi aktivlikle kombinasiya zamani.
Vazodilatatorlara ylksek hessasligi olan xestelera sol madaciyin
cixis obstruksiyasi (mas., aortal stenoz, hipertrofik obstruktiv
kardiomiopatiya) olan ve nadir hallarda rast galen, qan tezyigin
avtonom nazaratinin agir deraceda pozulmasi kimi 6ziini gostaran
multisistem atrofiya sindromu ile xesteler aiddir. Libigran™ nitratlarin
hipotenziv effektini gliclondirir.

Miokard infarkti, qeyri-stabil stenokardiya, gefleten trak olumu,
ventrikulyar aritmiya, serebrovaskulyar gansizmalar, kegici isemik
hamla, hiper- va hipotenziya daxil olmagqla, sildenafil ile bagli trak-
damar sistemi terafinden ciddi pozulmalar hagqinda postmarketing
tacriibasi zamani malumat verilmisdir. Bu xastalerin goxunda urak-
damar sistemi terafindan risk faktorlari agkar edilmisdir. Belo hallarin
oksaeriyyati cinsi aktivlik zamani ve ya derhal sonra bas vermisdir;
daha az hallarda sildenafilin gebulundan sonra, cinsi aktivlik
olmadan geyd olunmusdur. Hemin hallarin bu va ya digar faktorlari ile
bilavasite alagasini muayyan etmak mimkun deyil.

Priapizm

Ereksiya pozulmalarinin mualicesinds istifade olunan preparatlar,
cinsiyyat (zviinin anatomik deformasiyasinda (cinsiyyat izviinin
ayilmasi, kavernoz fibroz, Peyronye xastaliyi kimi) ve ya priapizmin
yaranmasina sabab ola bilan veziyystlords (oraqvari hiiceyra
anemiyasi, goxsayll mieloma, leykemiya kimi) ehtiyatla istifade
olunmalidir. Postmarketing tecriibasi zamani sildenafilin gabulu ile
bagli uzanmis ereksiya va priapizm haqqinda bildirilmisdir. 4 saatdan
cox davam edilen ereksiya zamani xasta tibbi yardim tigin miiraciet
etmoalidir. Priapizmin qarsisi derhal alinmasa cinsiyyst Uzvi
toxumasinin dénmez zadalonmasinin ve impotensiyanin amale
galmasi mimkindar.

Digar FDES inhibitorlari ve ya erektil disfunksiyanin diger mialicasi
ila birga istifadasi

Sildenafilin diger FDES5 inhibitorlari, sildenafil daxil edsn agciyar
arterial hipertenziyanin mualicasinde istifade olunan basqga
preparatlar ve ya erektil disfunksiyanin diger mualicasi ile
kombinsolunmus istifadesinin effektivliyi ve tehlikasizliyi
Oyrenilmemisdir. Bu sebabdan bele kombinasiyalarin tayini tévsiys
edilmir.

Gérma qabiliyyatine tasiri

Sildenafil ve diger FDES5 inhibitorlarinin istifadesi ile bagl gérme
qabiliyystinin spontan pozulmalari haqqinda bildirilmisdir. Nadir
hallarda spontan olaraq ve musahidsli tedgigatlarda sildenafilin ve
diger FDES5 inhibitorlarinin istifadesi ile bagh 6n qgeyri-arteriit optik
isemik nevropatiyasi (NAION) hagqinda bildirilmisdir. Xestelerde her
hansi bir gézlenilmez gérma gabiliyyatinin pozulmasinda Libigran™-
nin gabulu dayandirmali ve derhal hakima miracist etmalidir.
Ritonavir ile birgas istifadasi

Sildenafilin ritonavir il birgs istifadesi tévsiye edilmir.
Alfa-blokatorlar ils birgs istifadasi

Bazi hessas saxslere, simptomatik hipotenziyanin yaranma
ehtimalindan alfa-blokatorlari ile sildenafil birge istifade etdikde
ehtiyatli olmasi tévsiys edilir. Bu hal adaten sildenafilin gabulundan
sonra 4 saat arzinde geyd olunur. Postural hipotenziyanin yaranma
ehtimalini minimuma endirmak Ugiin sildenafil iloe mualicasine
baglanmadan avval xastalerin alfa-blokatorlarin tatbigi ile
hemodinamik olaraq gostericilarin stabillogmasi vacibdir. Sildenafilin
totbigine 25 mq doza ile baglanmasi dusiniimalidir. Postural
hipotenziv simptomlar miisahide oldugda hekim lazimi tedbirlerin
gorilmasi haqqinda xastalere xabar vermalidir.

Qanaxmaya tasiri

In vitro tedgigatiarda niimayis olunmusdur ki, sildenafil natrium
nitroprussidin antiagregant effektini gticlondirir.

Qanaxma pozulmalari ve ya aktiv peptik xora olan xestelere
Libigran™ tatbiqinin tehlikesizliyi hagqinda melumat yoxdur. Bu
sebebden bele xastelorde istifadeden evvel fayda/risk nisbati
diqgatle dayarlandiriimalidir.

Tor gisanin okkliiziyasinin yaranma ehtimali, xtisusila de gan gatilig
artmis yasli xestelerds ytiksalir.

Libiqran_wqadlnlarda istifade olunmur.

Libigran™ ortiklii tabletlerin terkibinde laktoza vardir. Qalaktozaya
qarsl doziimslzlik, Lapp laktaza catismazligi ve ya qgliikoza-
qalaktoza malabsorbsiyasi sindromu kimi nadir irsi xastslikleri olan
xostolords bu preparatistifade olunmamalidir.

Her Libigranértiklii tabletlarinin terkibinds 1 mmol-dan (23 mq-dan)
az natrium var; yani shamiyyst kesb etmoyacek qeder az
miqdardadir.

Digar darman vasitaleriila gargiligh tesiri

Digar darman vasitalarinin sildenafils tosiri:

In vitro tedqiqatlar: Sildenafil esasen sitoxrom P450 (CYP)
izoformlari olan 3A4 (ssas yolu) ve 2C9 (slave yolu) vasitesile
metabolizma ugrayir, belalikle bu fermentlarin inhibitorlari sildenafilin
klirensini azalda biler ve bu fermentlorin induktorlari sildenafilin
klirensini arta biler.

In vivo tedgigatlar: Aparilan tetqiqatlarda ketokonazol, eritromisin,
simetidin kimi CYP3A4 inhibitorlari ile birge istifade zamani
sildenafilin klirensinin azalmasi misahids olunmusdur. Arzuolunmaz
reaksiyalarin rastgelme sixliginin artmamasina baxmayaraq,
CYP3A4 inhibitorlari ile birga istifade zamani sildenafil 25 mq dozada
verilmalidir.

1IV-proteazlarin inhibitoru ve sitoxrom P450-nin giiclii inhibitoru olan
ritonavirin 100 mq tek dozada sildenafil ils istifade zamani ritonavirin
tarazliq plazma konsentrasiyasi fonunda (gtinde 2 dafe 500 mq)
sildenafilin C,,, 4 daefe (300%) ve AUC 11 dafs (1000%) artmasi
musahide olunmusdur. 24 saat sonra tek sildenafil istifade zamani
5 ng/ml olan plazma saviyyasi ile miqayisada, sildenafilin plazma
saviyyasi taqgriban 200 ng/ml olmusdur. Sildenafil ritonavirin
farmakokinetikasina tesir gostermir. Qeyd olunan farmakokinetik
gostericileri nezers alaraq sildenafilin ritonavir ile birge istifadesi
tovsiye edilmir. CYP3A4 inhibitoru olan, 1V~ proteaza inhibitoru
sakvinavirin tarazliq plazma konsentrasiyasinda (ginds 3 defe
1200 mq dozada tetbiginda), 100 mq tek dozada sildenafil ile birga
istifade zamani sildenafilin C,,, 140% ve AUC 210% artmisdir.
Sildenafil sakvinavirin farmakokinetikasina tesir géstarmir.
Ketokonazol ve itrakonazol kimi daha 10 CYP3A4 inhibitorlar
sakvinavirin farmakokinetikasina daha gticli tesir gostara bilar.
Tarazliq plazma konsentrasiyasinda (5 giin arzinds giinds 2 dafa
500 mq dozada tatbigi zamani) orta daracsli CYP3A4 inhibitoru
eritromisin ile 100 mq tek dozada sildenafilin birgs istifade zamani
sildenafilin AUC 182% artmasi musahide olunmusdur. Normal
saglam kéndilli kisilerde 3 guin arzinds giinde 500 mq dozada tetbig
edilen azitromisin sildenafilin ve ya onun dévr eden esas
metabolitinin C,_,,, T,.. eliminasiya stratinin konstantasi,
yarimxaricolma dovrii kimi gostericilera tesiri haqginda malumat
yoxdur.

CYP3A4 qeyri-spesifik inhibitoru va sitoxrom P450 inhibitoru olan
simetidin (800 mq), 50 mq sildenafil ile birlikde saglam kénillilerde
istifade zamani sildenafilin plazma konsentrasiyasi 56% artmisdir.
Bagirsaq divarinda CYP3A4 metabolizminin zayif inhibitoru olan
greypfrut siresi sildenafilin plazma seviyyesinde az deraceds
artmasina sebab ola biler.

Antasidlerin (magnezium hidroksid/altiminum hidroksid) tek dozada

verilmasi sildenafilin biomenimsenilmasine tesir gdstermemisdir.
Qarsiligh tesire dair spesifik tedgigatlar butin preparatlar ile
aparilmamasina baxmayaraq, farmakokinetik analizinde CYP2C9
inhibitorlari (tolbutamid, varfarin, fenitoin kimi), CYP2D6 inhibitorlari
(serotonin selektiv geri alima inhibitorlari, trisiklik antidepressanlar
kimi), diuretikler, angiotenzin gevirici fermentin (ACF) inhibitorlari,
kalsium kanallarinin blokatorlari, beta-adrenoreseptor antagonistleri
(rifampisin, barbituratlar kimi) ve ya CYP450 metabolizmiinin
induktorlari  sildenafilin farmakokinetikasina her hansi bir tesir
gostarmamisdir. Rifampin kimi gticlit CYP3A4 induktorlari sildenafilin
plazma konsentrasiyasinin daha bdyiik bir azalmasina sebab ola
biler.

Nikorandil kalium kanallarinin aktivatoru va nitratin hibrididir. Nitrat
komponenti oldugundan nikorandilin sildenafil ile ciddi garsiligh
tesirinin ehtimali var.

Sildenafilin digar derman vasitalarina tesiri:

In vitro tadgiqatlar: Sildenafil 1A2, 2C9, 2C19, 2D6, 2E1 vo 3A4
sitoxrom P450 izofermentlerinin zaif inhibitorudur (IK,,>150 mkmol).
Sildenafilin tovsiye edilon dozalarda istifadesi zamani onun
plazmada konsentrasiyasi taqriban 1 mkmol teskil edir, buna géra de
sildenafilin bu izofermentlerinin substratlarinin klirensins tesir etme
ehtimali azdir.

Teofillin ve ya dipiridamol kimi qeyri-spesifik fosfodiesteraza
inhibitorlarin sildenafil ile qarsiligh tesir hagqinda melumat mévcud
deyil.

In vivo tedgigatlar: NO/sQMF miibadilesine gésterdiyi malum
effektine gore sildenafil nitratlarin hipotenziv tasirinin giiclonmasi
gosterilmisdir. Bu sababls sildenafilin, nitratlarin har hansi bir formu
ve ya azot oksid donatorlari ile birga istifadasi eks gosterigdir.
Alfa-blokatorlarla mualice alan xastslerde eyni zamanda sildenafilin
istifadesi bezi hessas sexslorde simptomatik hipotenziyanin
yaranmasina sabab ola biler. Bu hal esasaen sildenafil gebuluindan
4 saat sonra migahids olunur. Ug spesifik dermanlar arasinda
qarsiligh tesirine dair tedqgigatda doksazozin tatbiqi ilo stabilize
edilmis xosxassali prostat hiperplaziyasi (BPH) olan xastslarda alfa-
blokator doksazozin (4 mq ve 8 mq) il sildenafil (25 mq, 50 mq ve ya
100 mq) birga tatbig olunmusdur. Bu tadqiqatda uzaniqli veziyystda
olglilen gan tezyiqinde orta hesabla miivafiq olaraq 7/7 mm c.s.,
9/5 mm c.s. ve 8/4 mm c.s. ve ayaqda olgtilen qan tazyiginds orta
hesabla miivafiq olaraq 6/6 mm c.s., 11/4 mm c.s. ve 4/5 mm c.s.
alave enmasi miigahida olunmusdur. Doksazozin tatbiqi ile stabilize
edilen xastalera eyni zamanda sildenafil va doksazozin istifade
etdikds, nadir hallarda olsa da, simptomatik postural hipotenziya
haqqinda bildiriimigdir. Bu melumatda basgicalleanma qeyd
olunmusdur, ancaq bayiima geyd olunmamisdir.

CYP2C9 vasitesile metabolizma ugrayan tolbutamid (250 mq) ve ya
varfarin (40 mq) ile ehamiyyatli deraceds garsiliqli tasirinin slamatleri
askar olunmamisdir.

Sildenafil (50 mq), asetilsalisil tursusu (150 mq) ile kombinasiyada
toyin edildikde ganaxma muddatinin slave uzanmasini
torotmomisdir.

Sildenafil (50 mq) saglam kéndllilerde ganda alkogolun orta
maksimal saviyyasi 80 mg/dl oldugda alkogolun hipotenziv tasirini
guiclendirmamisdir.

Asagida gosterilen antihipertenziv derman vasitslerin = sinifleri;
diuretikler, beta-blokatorlar, ACF inhibitorlari, angiotenzin I
antaqgonistleri, antihipertenziv derman vasiteler (vazodilatator ve
markazi tesirli), adrenergik neyronlarin blokatorlari, kalsium
kanallarinin blokatorlari ve alfa-adrenoblokatorlari ile sildenafil alan
xastalarde plasebo mualicasi ile mlqayisads alava tesir profilinde
heg bir dayisiklik geyd olunmamisdir. Spesifik garsiligl tasirine dair
tedgiqatda arterial hipertenziyall xastalerda sildenafil (100 mq) ila
birlikde amlodipin istifade etdikde uzanigh veziyystde sistolik gan
tozyiginde 8 mm c.s. elave enmasi miisahide olunmusdur. Bununla
alagadar olaraq uzaniqli veziyystde diastolik gan tezyiginde slave
enmasi 7 mmc.s. olmusdur. Qan tezyiginde bu slave enmasi saglam
kontllularda sildenafilin tek istifade zamani kimi oimusdur.

Sildenafil (100 mq) CYP3A4 substratlari olan [iV-proteaza
inhibitorlari - sanqvinavir ve ritonavirin tarazliq konsentrasiyalarina
tosir géstarmamisdir.

Saglam kondulltlerde sildenafilin tarazliq konsentrasiya fonunda
(80 mq gtinds 3 dafa) bozentanin (125 mq giinda 2 dafe) AUC 49,8%
va C,,,, 42%-li artma misahids olunmusdur .

Hamilalik va laktasiya d6vriinda istifadasi

Sildenafil gadinlarda istifade olunmamalidir.

Naqliyyat vasitalarini va digar potensial tahliikali mexanizmlari
idareetma qabiliyyatina tesiri

Nagliyyat vasitslarini ve digar mexanizmlari idareetma gabiliyyatina
tosiri haqqinda tedgigatlar apariimamisdir.

Sildenafil ile aparilan klinik tedgigatlarda basgicallonma ve gérme
qabiliyyatinin pozulmasi gésterdiyi lgiin naqliyyat vasitelerini ve
mexanizmlaeri idareetma zamani ehtiyatli olmaq lazimdir.

istifade qaydasi ve dozasi

Erektil disfunksiyanin (yeterli genastbexs cinsi akt tglin gerekli
ereksiyaya nail olmasinin ve saxlanmasinin mimkin olmamasi)
simptomatik mualicasinda aksar xastaler gt tévsiys olunan doza
planlasdirilan cinsi aktivlikden tagriban 1 saat avval 50 mq teskil edir.
Effektivliyini ve pasiyentin preparata garsi déztmltltytnt nazera
alaraq an yiiksek doza 100 mq-a gader artirila ve ya 25 mg-a gader
azaldila biler. Maksimal tévsiye olunan doza 100 mq taskil edir ve
giinds 1 dafa gabul olunur.

Libigran™ tabletleri daxile gebul olunur. Preparatin yemakle eyni
zamanda qgsebulu acgarina alinmasi ile mugayiseds tesirin
langimasina sabab ola bilar.

Sitoxrom P450 CYP3A4-un guclu inhibitorlari (mas., eritromisin,
sakvinavir, ketokonazol, itrakonazol) ile birlikda istifadasi sildenafilin
plazma konsentrasiyasinin artmasina sebab olur. Yiksek plazma
konsentrasiyasina gére ham effektivliyin, ham de slave tesirlerin
artma ehtimalina gére 25 mq baslangic dozada gebulu nezerden
kegirilmalidir.

Sildenafilin ritonavir ile birge istifadesi tévsiye edilmir.

Nitratlar ve ya NO donatorlari gabul edan xastslera sildenafil tayin
olunduqgda hipotenziv effektin giiclenmasi musahids olunmusdur, bu
sebabdan yuxarida gésterilen vasitelerin Libigran™ preparati ile
istifadesi aks gosterisdir.

Libigran“-nin alfa-blokatorlar ile birge istifadesi zamani postural
hipotenziyanin yaranma ehtimalini minimuma endirmak tgln
sildenafil ile mualiceaya baslanmasindan avval xasteler alfa-
blokatorlarla mualice olunmalidirlar.

Slave olaraq, sildenafille mialiceys 25 mq doza ile baslamaq
nazardan kegirilmalidir.

Xiisusi grup xastalara dair alava malumat

Bdyrak/qaraciyar catismazligi

Yungtl ve orta adir deraceli boyrek catismazligi olan xastelerde
(kreatinin klirensi 30-80 ml/deq) doza tenzimlenmasinda ehtiyac
yoxdur.

Agir boyrak catismazligi olan xastelords (kreatinin klirensi
30 ml/dag-dan az) sildenafil klirensi agagi oldugundan 25 mq dozada
istifade olunmasi digtintimalidir.

Effektivliyini ve pasiyentin preparata qarsi dézamlulilyinti nazera
alaraq, ehtiyac oldugda doza tadrican 50 mg-a ve ya 100 mg-a gqadar
artirila biler.

Qaraciyer gatismaziigi olan xastelorde (mas., sirrozda) sildenafilin
klirensi asadi oldugundan onun 25 mq dozada istifade olunmasi
nazardan kegirilmalidir.

Yasli xastolor

Yasli xastelorda (65 ve yuxari yasda) dozaya duzslis ediimasina
ehtiyac yoxdur.

Olava tasirlari

Sildenafil ile mualice alan xastelorde en six rast gelen slave
reaksiyalar basagrisi, iziin qizarmasi, dispepsiya, burun tutulmasi,
basgiceallonme, trakbulanma, istilenma hissi, gérma qabiliyyatinin
pozulmasi: sianopsiya (esyalarin mavi rengde gériilmasi) ve bulaniq
gormadir.

Klinik ve postmarketing tedqiqatlarda geyd olunan plasebodan daha
yiksak va tibbi baximdan shemiyyatli olan slave reaksiyalar organ
sistemlarina ve rastgelma tezliyine gére asagida gosterilmisdir: gox
tez-tez (2 1/10); tez-tez ( 21/100-dan <1/10-dak); bazan (= 1/1000-
dan <1/100-dak); nadir hallarda (= 1/10000-den <1/1000-dak); cox
nadir hallarda (<1/10000); malum olmayan (slda olunan malumatlar
asasinda giymatlendiriimasi miimkiin olmayan).

Postmarketing dévriinds bildirilen, tibbi baximdan ahamiyyatli olan
slava reaksiyalarin rastgalma tezliyi malum olmayan kimi verilmisdir.
infeksiyalar v invaziyalar

bazen:rinit.

Immun sistems

bazan: yiksak hassasliq reaksiyalari.

Sinir sistemina

cox tez-tez: basagrisi;

tez-tez: basgicealloanma;

bazen: yuxululug, hipesteziya;

nadir hallarda: serebrovaskulyar pozulmalar, tranzitor isemik hamla,
qicolmalar*, takrarlayan gicolmalar*, bayiima.

Gorme orqanina

tez-tez: gérmada renglarin tanima gabiliyyatinin pozulmasi**, gérme
qabiliyyatinin pozulmasi, bulaniq gérme;

bazen: géz yasl axmasinin pozulmasi***, gézde agri, fotofobiya,
fotopsiya, goziin hiperemiyasi, gézde parlaqgliq, konyunktivit;

nadir hallarda: 6n geyri-arteriit optik isemik nevropatiyasi (NAION)*,
tor gisanin damarlarinin okkliiziyasi*, tor gisanin qansizmasi,
arteriosklerotik retinopatiyasi, tor gisanin zadslenmasi, glaukoma,
gorma sahasinda pozulma, diplopiya, gérma kaskinliyinin azalmasi,
miopiya, astenopiya, sligevari cismin tizen bulanidi, qizehi gisanin
zadslenmasi, midriaz, isiglarin atrafinda hale gérma, gézds siskinlik,
g6z zdalenmaleri, konyunktival hiperemiya, géziin qiciglanmasi,
gézde anormal hisssiyat, géz qapagr o6demi, sklerada rang
dayismasi.

Esitme orqanina ve labirint sistema

baezan: vertiqo, tinnitus;

nadir hallarda: karlq.

Urak-damar sistemina

tez-tez: Uzlin qizarmasi, istilik hali;

bazan: taxikardiya, Urakddytinma, hiper-, hipotenziya;

nadir hallarda: geflaten drak 6lumi*, miokard infarkti, madacik
aritmiyasi, qulaqciq fibrillyasiyasi, geyri-stabil stenokardiya.
Tenaffiis sistemina, d6s qafesiva divararasi orqanlarina

tez-tez: burun tutulmasi;

baezan: epistaksis (burnun ganaxmasi), sinusit;

nadir hallarda: bogazda rahatsizliq hissi, burunda selikli qisanin
6demi, burunda selikli gisanin qurulugu.

Hazm sistemina

tez-tez: irakbulanma, dispepsiya;

bezen: qastro-ezofageal refliks, qusma, epiqastral nahiyasinde
agrilar, agizda qurulug;

nadir hallarda: agiz boslugunda selikli gisasinin hipesteziyasi.
Dariva darialti piy toxumasina

bezan: sapgi;

nadir hallarda: Stivens-Conson sindromu*, toksik epidermal
nekroliz*.

Siimiik-azala sistemina va birlasdirici toxumaya

bazan: mialgiya, atraflarda agri.

Boyraye va sidikgixarigi yollara

bazen: hematuriya.

Reproduktiv sistema ve siid vazilarina

nadir hallarda: kisi cinsi orqana qansizma, priapizm*,
hematospermiya, ereksiyanin giiclenmasi.

Umumi vayerlir iyal:

bazan: sina agrisi, yorgunlug, istilenma hissi;

nadir hallarda: asebilik.

Aragdirmalar

bazen: irek atmanin siiratinin yliksalmasi.

*Yalniz postmarketing tedgigat miiddatinda bildirilmisdir.

**Gormada ranglerin tanima qabiliyyatinin pozulmasi: xloropsiya
(esyalarin yasil rengde gdérmesi), xromatopsiya, sianopsiya
(esyalarin mavi rengde gérmasi), eritropsiya (esyalarin qirmizi
rangda gérmasi), ksantopsiya (esyalarin sari rengde gérmasi).
***Goz yasl axmasinin pozulmasi: gézde qurulug, géz yas!
axmasinin artmasi.

Siibhelialave reaksiyalar hagqinda malumat

Derman vasitesinin geydiyyata alinmasindan sonra siibhali slave
reaksiyalar haqqinda slda olunan malumat

vacibdir. O, derman vasitasinin fayda/risk nisbstine nazarstinin
davam edilmasina imkan verir.

Arzuolunmaz effektlor bags verdikda hakime miiraciat edin.

Doza haddinin agilmasi

Saglam kénilltlerle kegirilon tadqiqatlarda 800 mg-a gadar birdafalik
doza gebulundan sonra arzuolunmaz reaksiyalar daha asagi
dozalarda gabulu ile miiqayisaya galen olub, lakin daha six rast
galinib va ciddiolub.

200 mq sildenafil gebul etdikde tesirin guiclenmasi musahide
olunmamisgdir, lakin elave tesirlerin (basagrisi, Uzin qizarmasi,
basgicellonme, dispepsiya, burun tutmasi, gérme qabiliyystinin
pozulmasi) yaranmasinda artmasi geyd olunmusdur.

Miialicasi

Doza haddinin asilmasi zamani standart desteklayici mualica
apariimalidir. Sildenafil plazma zilallari ile aktiv birlegdiyinden ve
sidikle xaric olmadigindan dializ sildenafilin klirensini siratlondire
bilmaz.

Buraxilis formasi

Libigran” 100 mg, 1 ve ya 4 értiiklii tablet, blisterde. 1 blister (1 ve ya
4 6rtuklii tablet) iclik veraga ila birlikde karton qutuya qablasdirilir.
Saxlanma garaiti

25 °C-den yiksak olmayan temperaturda, orijinal qutusunda ve
usaglarin sli gatmayan yerds saxlamagq lazimdir.

Yararhlhqgmiiddati

3il.

Yararlilig muiddati bitdikden sonra istifade etmak olmaz.

Aptekdan buraxilma sarti

Resept esasinda buraxilir.

Istehsalgi

Deva HoldingA. S.

Organize Sanayi Bolgesi, Atatiirk Mah. Atatiirk Cad. Ne32
Karaagag/Cerkezkoy/Tekirdag/Turkiye

Qeydiyyat sahibi

Deva HoldingA. S.

Halkali Merkez Mah. Basin Ekspres Cad. Ne 1

34303 Kugiikgekmece/istanbul/Tirkiys

MAsfarma

VIHCTPYKUWSI N0 MEANLIMHCKOMY NPUMEHEHNIO Npenapata
(ans nauneHToB)

TNu6urpan” TabneTkm, NOKpLITHIE NIEHOYHON 0B60MOHKON
Libigran

: Sildenafil

HenaTeH

KAy
Coctae
Kaxpas Tabnerka, nokpbiTas nneHo4Hon 06ONoYKoN, COAepXuT:
AkmueHoe sewecmso: cunpeHacdun 100 mr (B dopme cungeHacuna
uutpara)

BcriomozamenbHble eeujecmea: LENmionosa MUKpokpUcTanimyeckas,
Kanbuus ruapodocdar Ge3BofIHbINA, KpOCkapMennosa HaTpusi, MarHus
cteapart, Opadry Il Blue 32 K 20406:ruppokcunponunmeTunuennionosa,
okcup xenesa xenToiil (E172), TpUaleTuH, NakTo3bl MOHOTMAPAT, TUTaHa
Avokeng (E171), uuaurokapmuH (E132).

Onucanve

WecTnyronbHele TabneTku, NOKpbITLIE NEHO4YHON 06onoykon, rony6oro
uBeTa, ¢ rpasupoBkoit " 100" Ha oHoW CTopoHe, "LBG" - Ha Apyroi.
®apmakoTepaneBTU4eckas rpynna

JlekapCTBEeHHbIE CPEACTBA A1 NIEYEHIUs HAPYLLEHNI SPEKLMA.
WHrubutopel hocchoamnacTepasbl.

Kop ATX: GO4BE03

®apmakonoruyeckue cBoicTea

®apmakoduHamuka

CunpeHacun SBRsSeTCS CPeACTBOM ANS NEYEHWs 3PEeKTUNBHON
[AMCDYHKLMMY, NPUHAMAEMbIM BHYTPb. OH BOCCTAHABNMBAET 9PEKTUIbHYIO
(PYHKLIMIO NOCPECTBOM YryuLLEHNSt KPOBOCHAGKEHNS MOMIOBOFO YrneHa B
OTBET Ha CeKCyarnbHYI0 CTUMYTISILIMIO.

DU3NOMOTNYECKNIt  MEXaHM3M IPEKUWM MOFIOBOTO YrieHa CBsidaH C
BbicBOGOXEHeM okcupa asota (NO) B kaBepHO3HOM Tene npu
cekcyanbHOM cTUMynsaumM. OKcua asoTa akTueBupyeT epMeHT
ryaHUNaTumMKknasy, YTo NpUBOAUT K MOBBLILIEHWIO YPOBHS LINKITNYECKOTO
ryaHosuHmoHocboccarta (UFM®) u, kak cneacTeune aToro, paccnabneruo
rMazknx MblLLL, KABEPHOSHOTO Tena (COrpus cavernosum) n PaclLNpeHmio
KaBEPHO3HbIX CUHYCOB. CunaeHadun He okasbiBaeT NpsIMOro
paccnabnsiioliero BMSIHAS Ha W30MNPOBAHHOE KaBEPHO3HOE Teno
yenoseka, Ho ycunusaeT paccnabnstownin achcpekt NO Ha aTy TkaHb. Mpu
ceKcyarnbHO CTUMYNSILMK flokarnbHo ocBoBoxaaetcst NO, nof BusiHueM
cungeHacuna uHrnbupyetca ®A35, BbisbiBas pocT yposHs UMMP B
KaBepHo3HoM Tene. [lo 9Toil NpuuMHe OGsi3aTemNbHLIM YCroBUEM
addekTBHOCTM npenapata Jnburpan sensieTcs cekcyanbHas
CTUMYNAUNS.

®apmaKkokuHemuka

BceacbisaHue

CunpaeHadun GbicTpo BeackiBaeTcsi. KOHLeHTpauus B nnasme gocTuraet
makcumyma B TedeHue 30-120 muH (B cpeaHem 60 mMuH). AGconioTHas
61OAOCTYNHOCTL MpU NpUeme BHYTPb B cpegHem cocTasnseT 41%
(B aOnanasoHe 25-63%). lMpu npueme cunpgeHacduna BHYTPb B
pekomeHayembix aosax (25 wmr-100 wr) nokasatenu AUC wu C,,
YBENMUMBAIOTCS NPONOPLIMOHaNLHO f1o3e. Mpyu npueme cunaeHaduna ¢
NNLLE# CKOPOCTb BCACkIBAHNS CHIKaeTcs:; T, yBENnnInBaeTca B cpeHem
Ha 60 muH, aC,, cHuxaeTca B cpeaHem Ha 29%.

PacnpedeneHue

O6bem pacnpeseneHns B PaBHOBECHOM COCTOSHAM COCTaBNSieT B
cpefHem 105 11, 4YTO yKaswlBaeT Ha €ro pacnpefeneHne B TKaHsX.
CunpeHacun 1 ero OCHOBHOW LMpkynupytowmii - N-aecmeTunossiin
meTabonuT npumepHo Ha 96% cBs3bIBaloTCs ¢ Genkamu nnaamel neroC,,,
coctaensier 18 Hr/mn (38 HM). CssisbiBaHMe ¢ Genkamu nnasmbl He
3aBMCUT OT OBLLEN KOHLEHTPaLWM Npenapara.

Buompatcgopmayus

CunpaeHacdun MeTabonuanpyeTtcs rnasHeIM 0Gpa3oM Moa AeicTBreM
CYP3A4 (ocHoBHOW nyTb) n CYP2C9 (mononHUTEnbHbIA NyTb)
n3ochepmeHToB NeveHun. OcHosHoM meTabonut N-ecmeTtuncunaeHacumn.
Moaxe aToT MeTabonuT TOXe noasepraeTcs MeTaGonuamy. Mo
CenekTUBHOCTM AeiicTBua Ha O3 metabonut conoctasum ¢
cunaeHadunom, a ero akTMBHOCTb B oTHoLweHun ®LD in vitro cocTaBnseT
npumepHo 50% akTWBHOCTWM camoro cunpeHacduna. KoHueHTpauus
meTabonuTa B nnasme, cOCTaBnAaeT npumepHo 40% OT KOHUEHTpauun
OCHOBHOTO BellecTBa. N-gecMeTUnbHbI MeTabonuT noasepraeTcs
nanbHeiwemy metabonuamy; ero T,,COCTaBNAET OKOMO 4 4.

Beigederue

O6wwit  knupeHc cungeHacuna coctasnseT 41 n/d4, a KOHeYHbI
T,, - 3-5 u. Mocne npuema BHYTPb cunpeHacun BbIBOAUTCS B BuAe
MeTaBonmToB, B OCHOBHOM, C karom (npumepHo 80% A03bl) U B MEHbLUER
CcTeneHu - ¢ Mo4oii (NpumepHo 13% A03bl).
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Moxurnsle nayueHme!
Y 300poBbIX MOXMUMbIX A06poBoNbLUEB (65 neT u craplue) KIMpeHc
cunaeHaduna CHUXEH, a KOHUeHTpauus cungeHaduna u
N-gecvetunmetabonuta B nnasme npumepHo Ha 90% npesbiluaeT
YpOBeHb ero y 340poBbix Monofbix aobposonbues (18-45 net). Us-3a
Pa3nUYHON CTeneHn CBA3bIBaHMS C Genkamn Nnasmbl y Nl NOXMIOro
BO3pacTa KOHLEHTPaLMs CBOGOAHOrO aKTUBHOTO BELIECTBA B Nnasve
npUMepHO Ha 40% NPEBLILAET €ro KOHLEHTPAUMIo Yy MOMOAbIX
NauneHTos.
MoyeyHas Hedocmamo4yHoCmb
Y [noGpOoBOMbLEB C NMErkoi U yMEpeHHOW NOYe4HOI HE[0CTaTOMHOCTBI0
(knupeHc kpeaTuHuHa 30-80 Mn/MuH) apmakokuHeTka nocne
OAHOKPaTHOrO Npuema BHyTpb 50 Mr He MeHsinack. Y 406poBonbLEB ¢
TSKENON MOYEUHON HEIOCTATOYHOCTBIO (KMMPEHC KpeaTMHMHa MeHee
30 Mn/MUH) KnuMpeHc cunpeHaduna cHwkeH. Mo 9Toi npuynHe y
noao6HbIX nauveHtoB nokasatenu AUC npumepHo Ha 100% wu C,,,
NPUMEPHO Ha 88% BbILLIE MO CPABHEHMIO C TAKOBLIMM MOKA3ATENSIMM NPN
HOpMarbHO thyHKLIMM NOYEK Y NaLMEHTOB TOW e BO3PacTHOW rpynribl.
lMeyeHoqHas Hedocmamo4HoOCMmb
Y no6pOBONbLEB C LIUPPO30M NEYeHN NErkon 1 cpeaHei cTenenm (knacc A
n B no wkane Yainpa-Mblo) knupeHc cunpeHaduna Huxe, 4em y
[06pOBONbLEB TON Xe BO3PaCTHOI IpynMbl ¢ HOPManbHON yHKUVen
neYeHn, Y4To NPUBOANT K NoBbieHnio Yy Hux AUC (84%) n C,,, (47%).
dapmakoknHeTVKa cungeHacuna y NaumeHToB C TAKEeNOoN NeYeHOUHON
HepocTaTouHocTbio (knacc C no wkane Yaiinga-lbio) He nayvanacs.
Moka3aHus K NPUMEHEeHUI0
JInGurpaH” nokasaH AN CUMMTOMATUYECKOTO NEYEHUS IPEKTUIIBHOM
AVCOYHKLUMN.
TNuburpan” He okasbiBaeT adekTa 6e3 Hanuuus CekcyanbHoM
CTUMYNALNM.
He NpuUMeHSIETCs y KEHLLMH.
MpoTtuBonokasanna
MoBbIlWEHHast YyBCTBUTENbHOCTL K cunpgeHacduny wnu K Apyrum
KOMMOHEeHTaM npenapara.
Bnarogaps ussectHomy adbekTy Ha obmeH NO/UMM® cunpenadmn
yCUNUBaAeT rUNOTEH3NBHOE AeiNCTBME HUTPaToB, NO3TOMY ero
NPYMEHEHME OIHOBPEMEHHO C OPraHMYECKUMI HUTPaTaMK (TakKMMM Kak
aMUNHUTPaT, BYTUNHUATPAT) UMK APYrM hOPMaMi HUTPATOB (TaKUMM Kak
HUTPOrNULEPUH, M30copGMAa MOHOHWTPAT, NeHTaspuTpuTOona
TeTpaHuWTpaT, apuTpuTOna TeTpaHuTpaT, n3ocopbuaa
AvHuTpat/eHobap6uTan) NpoTMBONOKa3aHo.
MepeaHss HeapTepUUTHas WLIEMUYECKas HEBPOMaTUs 3PUTENbHOrO
HepBa.
JlekapcTBeHHbIE CPEACTBA, WUCMOMb3yeMble MPU IPEKTUNLHOM
AucdyHKUMM (BKNodas cunaeHacdun), He HasHajalTcs nauveHTam, ans
KOTOpbIX CeKCyarlbHasi aKTUBHOCTb HeXenaTenbHa (Hanpumep, npu
Cepbe3HbIX HAPYLUEHUSX CO CTOPOHbI CEPAEYHO-COCYAUCTON CUCTEMBI,
Takux kak HecTaburbHas CTEHOKapANst).
Cunpaeracdun NpoTUBOMOKa3aH HWKECNeayoWMM rpynnam nalueHTos,
TaK Kak He MPOBOAWMOCK KIMHUYECKUX WCCNe0BaHMIA N0 NOBOAY ero
6esonacHocTH:
- TShKenas neyYeHouHas HeJoCTaTOMHOCTL
- apTepuansHas runoteHans (A1<90/50 mm pT.cT.)
- HeQJaBHO NEePEHECEHHBIE UHCYIBT UMM MHGAPKT MrUoKapaa.
HacneacTeeHHble AereHepaTMBHbIE HapYLUEHWs CETYaTKu, Takue kak
NArMEHTHBIA  PETUHNT (y HeBonblioro uyucna GonbHeIX MMetoTCs
TeHEeTUYECKVE HapyLLIEHNS aKTUBHOCTM hocthoaNacTepas ceTyaTku).
Ocobble ykasaHus
OpnHOBPEMEHHOe NPUMEHEHMe C MHIMBUTOPOM NPOTea3 PUTOHABMPOM
MPUBOANT K 3HAYUTENLHOMY MOBBILLIEHNIO KOHLIEHTPALWMK B nnasme (AUC
nosbiwaetca B 11 pas). MauueHTam, nonyvawwyUm PUTOHABMP,
cunaeHadun HasHaualoT C OCTOPOXHOCTBIO U B HU3KUX A03aX. [laHHble,
CBA3aHHbIE C BbICOKMM CUCTEMHbIM YPOBHEM cungeHaduna,
orpaHnyeHsl. CooBLIANoCk O CHUKEHUM apTepuanbHoro AaBfeHus,
oGMOpoKe W ANUTENbHOI 3peKuMM y 30pOBbIX A0GPOBONbLLEB,
npuHumaBLwmx 200-800 Mr npenapara.
Nepen Tem kak HasHauenTb Npenapart Jiuburpax”, Heobxoanmo obpaTuTL
BHUMaHMe Ha Hwxecneayowee: 100 Mr cunpeHadwuna Bbi3biBano
CHIDKEHNE CUCTONMYECKOrO 1 AMACTONNYECKOTO AABNEHUs B CpeaHeM Ha
8 MM PT.CT. U 7 MM PT.CT. COOTBETCTBEHHO NP HA3HAYEHN NaLUEHTaM C
runepteHsven, nonyvalowum 5-10 Mr amnogunuHa (cm.
"BaaumopencTene C [pyrumu nekapcTBEHHbIMM cpeacTBamu').
KOHTpONupyembIX KNMHUYECKMX WCCMEeAoBaHUA MO N3y4EeHUIo
O[JHOBPEMEHHOT0o MNpuMeHeHUs cungeHacduna c Apyrumu
AHTUIMNEePTEeH3NBHBLIMU CPEACTBaMK HE NPOBOANNOCH.
Be3onacHoCTb NpuMeHeHns cunaeHaduna y 6onbHbIX C KPOBOTEHEHNEM
1NN 06OCTPEHNEM I3BEHHOI BONE3HI He yCTaHoBMeHa.
BesonacHocTb 1 3hekTUBHOCTL NpUMEHeHUsi cungeHacduna B
KOMBMHALMW C APYTUMU CPEACTBAMM, NPEAHA3HAYEHHBIMM [ NIeYeHMs
HapyLUIEHUA 3PEKLMK, He YCTaHOBMEeHa. B CBS3M C 3TUM NpuMeHeHure
nofo6HbIX KOMBUHALINIA He peKoMeHayeTCs.
Y niogen cunaeradun He BIMSET Ha BPEMS KPOBOTEYEHUS, B TOM YnCHe
NPV Ha3HaYeHNN B KOMBUHALIW C aLIETUNCANMLIOBOI KUCTOTO.
Mepea TeM Kak Ha3HauWTb fieveHue, ANs ONPEAeneHNs BO3MOXHBIX
NPUYMH  HapyLeHWid 3pekuun HeoBXoauMo cobpaTb NOMHLIA
MEAMLMHCKUI aHaMHe3 M MpOBEeCTU TulaTenbHoe HU3nKaneHoe
o6crneaoBaHme nauneHTa.
OCroXHeHUsI CO CMOPOHbI cepOeYHO-CoCydUCMOU cucmemb!
CekcyanbHasi akTMBHOCTb MPEACTaBMSET OnpeseneHHbIil pUck npu
Hanuuum 3abonesaHni cepaua. B cBsan ¢ aTUM nNepez Havanom fieveHms
cunaeHadunom HeobxoaMMo TulaTenbHoe OBCreaoBaHne CepaguHo-
COCYANCTOM CUCTEMBI.
CunpeHacbun obnagaeT Ba3oaunaTUpyoLWmmM AedCTBUEM, YTO NPUBOAUT
K NpexofsllemMy u He3HauuTenbHoMy cHmkeHuio Afl. Tem He MeHee, A0
Ha3HaYeHMs npenapata Bpay MOMKEH TUIATENbHO OLIEHUTH PUCK
BO3MOXHbIX HEXenaTerbHbiX MPOSIBMEHU Ba30ANNaTUPYIOLIEro
[e1CTBUS Y NALNEHTOB C COOTBETCTBYIOLIMMM 3a6011I€BaHNSIMM, OCOGEHHO
Ha hOHE CeKcyarlbHOM aKTUBHOCTM. MMOBbILIEHHAS YYBCTBUTENBHOCTL K
Bagogunaratopam HabmniofaeTcs y NaLUMEHTOB C 0BCTPYKLMEN BbIBOAHOTO
TpakTa feBOro Xefyaouka (Hanpumep, Npu CTEHO3e aopTsl,
rnnepTpochueckot 06CTPYKTUBHOM kapanoM1onaTum), a Takke ¢ peako
BCTPEYalOLMMCS  CUHAPOMOM MHOXECTBEHHOW CMCTEMHOM atpodum,
NPOSIBASIOWNMCS TSKEMBIM HapyLIeHUeM perynsiuuin ALl CO CTOPOHbI
BEreTaTBHOI HEPBHOII cUCTeMbl. MpenapaT ycunuBaeT runoTeHsnBHoe
[NeiCTBUE HUTPATOB.
B xo/ie NOCTMapKETVHIOBOTO NPUMEHEHNS cunaeHacdmna coobLianock o
CepbE3HbBIX OCMIOXKHEHUAX CO CTOPOHbI CEPAEYHO-COCYANCTON CUCTEMBI,
Takux Kak MHapKT Mrokapaia, HecTabunbHas CTeHokapaws, BHe3anHast
cepyiedHas CMepTb, XKenyao4koBasi apuTMUSI, reMOPParuieckinii MHCYsLT,
TpaH3UTOpHas ULLIEMUYECKas aTaka, apTepuaribHas runep- 1 runoTeHams.
BOMbUIMHCTBO 3TUX NALMEHTOB NMENo (hakTopbl PUCKA OCTOXKHEHMIA CO
CTOPOHbI CEPAEHHO-COCYANCTON CUCTEMBI.
MHoOrVe 13 ykasaHHbIX IBNIEHN HaGMiofanuck BO BPEMs Ui cpasy nocsie
CeKCyaﬂbHOVI AKTUBHOCTU, HEKOTOpble U3 HUX OTMeYanuchb nocne npuema
cunpeHaduna 6e3 nocneaylolieil CEKCyanbHOM akTUBHOCTH.
HeBO3MOXHO YCTaHOBUTbL Hanuune MpPsMOil CBA3U Mexay
OTMEYaBIUMMUCS HEXeNaTembHbIMA SBMEHUSMU U yKasaHHBIMW Ui
MHBIMY hakTopamu.
lMpuanuam
MpenapaThl ANA Ne4YeHWs HapylleHuii spekuun HeoBxoanmo
MCMONb30BaTh C OCTOPOXHOCTBIO Y MaLNEHTOB C aHaTOMMYEeCKOn
pAecopmaLmeii MOMOBOrO YneHa (aHrynsums, KaBepHO3HbI (ubpos,
6oresHb MelpoHbE) UMK COCTOSHUSX, MPeAPacronaratoLLMX K passuThio
npu1anuama (CeproBUaAHO-KNETOUHAs aHEMUS, MHOKECTBEHHas Muenoma,
neiikemus). B xoae noCTMapKeTWHrOBOTO NPUMEHeHWs cunaeHaduna
coobLuanock 0 ANUTENbHON apekuun 1 npuanuame. Mpu apekuun Gonee
4 4acoB MaLWeHT [0MMKEH HEeME/SIEHHO 0BpaTUTLCH 3a MEAVLIMHCKON
NOMOLLBIO.
Ecnu HeMeAneHHO He nNpejoTBPaTUTL MPUANnN3M, BO3MOXHO
HeoGpaTMMOe MOBPEXAeHMe TKaHW MOMOBOTO UfieHa W passuTue
MMNOTEHLMM.
lpumeHeHue coemecmHo ¢ Opyeumu uHaubumopamu @®LES5 unu
ons. Hap 1]

BesonacHocTb U 3hEKTUBHOCTL NpUMeHeHWs cunaeHaduna
COBMECTHO C ApyriMu uHrmbutopamv ®35 unu apyrumu npenaparamu
QNS NEYEHNs NIETOYHON MUNEPTEH3NM, COAEPKALIMMU cunaeHadun unu
APYrAMI CPEfCTBAMN NEYEHUs HapYLLIEHNIA 3PEKUMM He M3yyanicb, B
CBSA3Y C YeM NPUMEHEHIe NofI0GHLIX KOMBUHALINIA HE PEKOMEHYETCS.
BriusiHue Ha 3peHue
Co061Lanock 0 CNOHTaHHbIX HAPYLLEHUSIX 3PEHNSI BO BPEMS PUMEHEHNS!
cunpgeHacuna v apyrux uHruéutopos ®35. B peakux cnyyasx
coobLlanocb 0 HeapTEPUUTHOWM NepeaHei WWeMUYeckoit HeBponaTum
3putenbHoro Hepsa (HMWH3H). B cnyyae BHesanHoro HapylieHus
3peHus criealyeT npekpaTuTe Tepanuio CUNaeHadunom 1 HemeaneHHo
NPOKOHCYNTUPOBATLCS C BPAYOM.
MpumeHeHue ¢ pumoHasupom
He pekomeHayeTcsa COBMeCTHOe MNpuUMeHeHue cungeHacduna c
PUTOHABUPOM.
lNpumeHeHue ¢ anbgha-adpeHobrokamopamu
Mockonbky COBMECTHOE MpUMeHeHune cunaeHaduna u anbda-
a/peHo6oKaTOPOB MOXET NPMBECTM K CUMMTOMATUHECKOM MMNOTEH3NN Y
OT[eNbHbIX YYBCTBUTENbHbIX MNAaLMEHTOB, npenapart cneayer
OCTOPOXHOCTbIO Ha3HayaTb MauueHTam, NPUHUMAOWNUM anbda-
anpeHo6rnokaTopel. Mofo6Hoe cocTosHMe Kak npasuno HabnioaaeTcs B
TeueHue 4 yacoe Mmocne NpuMeHeHns cunaeHaduna. Ytobbl ceectn k
MUHUMYMY PUCK Pa3BUTUS MOCTYPAmbHOW MMNOTEH3UN Y NaLMeHToB,
NpUHUMAKOLLNX anbda-aapeHoGoKkaTops!, pyem npenapara [burpan”
creayeT HauMHaTh TOMbKO MOCMe [OCTWKEHWs cTaGunusauumn
nokasaTenenn remoguHamuku. Creayer Takxke paccMoTpeThb
LienecoobpasHoCTb CHUWKEHWSI HavanbHoW A03bl NpenapaTta 4o 25 mr.
HeoBxoanMo nMpoMHOpMUpOBaTE MALMEHTOB O TOM, Kakue AeicTBus
crieayeT NpeapuHsTL B CyYae MOsIBIEHNS CUMMTOMOB MOCTYPasnbHON
TMNOTEH3UN.
KposomeyeHusi
B nccnegoanusx in vitro 6bino NpoAeMOHCTPUPOBAHO, YTO cunaeHadun
YCUNNBAET aHTUArperaHTHbI KT HaTPUst HUTponpyccuaa. [laHHbie o
630MacHOCTY NPUMEHEHNS CUnAeHadNNa Y NaUMEHTOB CO CKMOHHOCTbIO
K KPOBOTOYMBOCTM W AKTUBHOWM MEMTUYECKON 5I3BOW OTCYTCTBYKOT, B
CBSI3M C Yem y MofoGHbIX MaLMeHTOB CriedyeT TLiaTenbHO OLEHUTL
Lenecoo6pa3HoCTL NPUMEHEHU npenapata. PUcK pa3suTisi OKKIIO3MK
CeTyaTki, 0COBEHHO MPU NOBBILIEHHO CBEPTLIBAEMOCTY UMU MOXUIbIX
NauNeHTOB, BO3pacTaet.
JIMBurpan” He NPUMEHSIETCA Y KEHLLMH.
Tabnetku npenapata JiuGurpaH” copepxar naktosy. MauueHtam c
peakon HacnefacTBEHHOW (hOPMOI HEMNepeHOCUMOCTW  FranakTosbl,
nAeduuntom naktasbl flanna unu rioko3o-ranakTosHomn mansabcopbuven
npenapar He Ha3Ha4YaeTcs..
Kaxpas Tabnetka npenapara JuburpaH”cogepxut meHee 1 MMonb
HaTpus (MeHee 23 Mr); NPy TakoM KonuuyecTse HaTpusi He Tpebyetcsa
Kaknx-nnBo 0cobbIX ykasaHuii.
B McTBUE C APYrUMU p IMU cpeacTBaMmn

dpyau. ] Ha b
Uccnedoearus in vitro: Metabonusm cunaeHacuna npoucxoant
rnaBHbIM 06pa3om nog BnnsiHueM nsocopm 3A4 (OCHOBHOI NyTb) 1 2C9
(MeHee 3Hauumblil MyTb) umToxpoma P450 (CYP), cneposaternsHo,
MHTMGUTOPbLI 3TUX WM3O(EPMEHTOB MOTYT YMEHbLINTL KIMPEHC
cunaeHaduna, a iHAyKTOpb - YBENUYUTL KIMPEHC cunaeHaduna.
Uccnedosanusi in vivo: AHanun3 (apMakokMHETUKM MO COBOKYMHOCTSM
nokasan, 4T0 nNpu OAHOBPEMEHHOM MPUMEHEHUN C VIHI'IAGVITOpaMVI
CYP3A4, TakumMn Kak KeTOKOHAa30, 9SPUTPOMULIMH, LMMETUAWH,
Habriofjanock CHUKeHWe KnmpeHca cungeqaduna. HecMoTpsi Ha To YTo
YacToTa HeXenaTernbHbIX SBMIEHNA Y NaLMEHTOB He yBenuuunack, npu
Of]HOBPEMEHHOM Mpueme C 3TUMW MpenapaTami pekoMeHayemast
HavanbHas gosa cungeHacbuna coctaenset 25 mr. [pu ogHoBpeMeHHOM
npUMeHeHun cunpeHacuna ogHokpatHo B fose 100 Mr u uHrubutopa
npoTea3 PUTOHABMPA, SBNAIOLIETOCSH MOLLHBIM MHIMBUTOPOM LMTOXpOMa
P450, Ha choHe JOCTMKEHUSI PAaBHOBECHOW NNasMeHHON KOHLEHTpaLum
putoHasupa (500 Mr 2 pasa B AeHb) Habnioganock ysenuuexue C,,,
cunaeHaduna B 4 pasa (300%) n AUC — B 11 pa3 (1000%). KoHueHTpauus
cunaeHaduna B nnasve Yepes 24 Y Npu NPUMEHEHUN €ro OHOTO
cocTaensier 5 Hr/Mn, a npu COBMECTHOM npumeHeHun — 200 Hr/mn.
C chun He ol BNUAHUS Ha OKMHETWKY pUTOHaBMpa,
OfIHAKO, Y4MTbIBasi OCOGEHHOCTU (hapMaKOKMHETUKM, yka3aHHbIe Bbille,
COBMECTHOE MPUMEHEHWe pPUTOHaBUpa W cunaeHacduna He
pekomeHayeTcs.
Ha coHe paBHOBECHOI NNa3mMeHHOW KOHLEHTpauuu uHrnbutopa BUY-
npoteasbl cakBuHasupa (1200 mr 3 pasa B AeHb) Habniopanocb
ysenuuyenne C,., cungeHacduna (140%) u AUC (210%) npu ero
npumeHeHun B gose 100 wmr. Ci chun He o Ha
hapMaKoKUHeTHKy cakBuHaBupa. Bonee cunbHble uHMGUTOPLI CYP3A4,

TaKMe Kak KETOKOHa30n WM WTPaKkoHasof, MOryT Bbi3biBaTh Gonee
BbIp dap DKUHET napameTpos
cunaeracuna. Mpn OAHOBPEMEHHOM OAHOKPATHOM MPUMEHEHUN
cunaenacduna B gose 100 Mr u uHrbutopa npoteas puToHaBupa,
SIBMSIOLWETOCH MOLLUHLIM MHIMBUTOpOM umMToxpoma P450, Ha doHe
PaBHOBECHOW NMa3MeHHO KOHLeHTpaumn putoHasupa (500 mr 2 pasa B
AeHb) Habnoganock ysenuyenne C,,, cunaeHadmna B 4 pasa (300%) n
AUC - B 11 pa3 (1000%). Ha dcoHe paBHOBECHOW nna3MeHHoN
KOHLIEHTPaLMM yMepeHHoro uHrnéutopa CYP3A4 aputpomuumta (500 mr
2 pasa B [leHb B TeyeHue 5 AHeil) U OAHOBPEMEHHOrO OAHOKPaTHOro
npumeHeHusi cunaeHacuna B gose 100 mr Habnioaanock yBenuueHne
AUC cunpenadmna Ha 182%. HeT nHhopmaLmum OTHOCUTENBHO BINSIHUSA
a3NTPOMMLMHA NPY ero NpUMeHeHUn B 1o3e 500 Mr B [leHb B TeueHne
3 pneitHa C,,,, T, KOHCTAHTY CKOPOCTU anuMuHaumm, TY; cungeHacuna
M ero OCHOBHOMO LMpKynupytowero metabonuta. Y 300poBbIX
[10GPOBOMbLEB MPW COBMECTHOM NPUMEHEHUN C HEecneunduiecknm
nHruénutopom CYP3A4 1 nHrubutopom umtoxpoma P450 ummeTuanHom
(800 Mr) KoHUEHTpaLWa B Nnasme cunaeHaduna (Mpy ero NPUMEHeHUN B
pose 50 mr) yBenuuunack Ha 56%. MpeiincpyToBbIN COK, SBMSIOLLMIACS
cnabbim uHrMGUTopom Metabonuama CYP3A4 B CTeHke KULLIEYHMKA,
MOXET NPUBECTY K HE3HAUMTENBHOMY MOBLILLEHMIO YPOBHS cUnaeHaduna
8 Nnasve kKpoBMu.
OpHoOKpaTHbIA MpueM aHTauuaa (MarHus rmapokcuaalantoMuHUS
TMAPOKCIAA) HE BNINSIET Ha GUOAOCTYNHOCTL CUneHaduna.
WHrbutopel CYP2CY (Takve kak Tonbytamug, BapdapuH, heHnTonH),
CYP2D6 (Takue Kak CenekTUBHbIE WHMGUTOpPLI oBGpaTHOro 3axsaTta
CEepPOTOHMHA, TPULMKIMYECKUE aHTUAENPECCaHThl), AUYPeTUKM,
MHMMBNTOPBI AM®, BrokaTops! KanbLMeBbIX kaHanos, aHTaroHUCTLI Geta-
afpeHopeLenTpoB, WHAYKTOpbl MeTaGonuama CYP450 (Takve kak
pucdamnuunH, 6apbuTypaTbl) He oOKa3blBalOT BMWSHWUS Ha
hapmakoKMHeTUYeckIe NapameTpbl cunaeHacduna.
CunbHble nHayktopel CYP3A4, Takve kak pudamnuH, MOryT Bbi3biBaTb
6onee 3HAUMTENbHOE CHUXKEHWE MNNa3MeHHON KOHUEHTpauun
cunaeracuna.
HukopaHaun npeacTaensiet coBoit rMGpua HUTpaTa M akTueatopa
KanueBbiX KaHanoB. M3-3a Hanuuus HMTpaTa ecTb BEPOSITHOCTh
B3aUMoAENCTBUS C cunaeHadunom.

¢una a dpyzue P p
WUccnedoeaHus in vitro: CunpeHadun sensetcs cnabbiM UHIMBUTOPOM
n3oepmeHToB LUmTOoXpoma P, - 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4
(VIK;,>150 mkmons). Mpu np cnr, [oo] B peKol y
[103aX MaKCMManbHasi KOHLUEHTPALMS ero B niasme COCTaBMsieT OKOMo
1 MKMOMb, MO3TOMY MaroBEPOSITHO, YTO cunaeHadun crnocoGeH
NoBNWUATL Ha KNUpeHC cyGeTpaToB aTux uM3odepmeHTos. Het
MHGOPMaLMN MO B3aUMOAENCTBUIO  HeCneUndNIeckux MHr6uTopos
docdoanacTepasbl, Takux Kak TEODUNNUH WM AvIMpMAaMOn, C
cunaeHaunom.
WUccnedosaHus in vivo: N3-3a Bnnsivs Ha odmeH NO/UMM® cungenacun
YCUNNBAET TUMOTEH3NBHOE AENCTBME HUTpaToB. B cBA3n ¢ 3tum
npuUMeHeHue cunaeHaduna B COYETaHUM C HUTPATaM1 UNM JoHaTopaMm
oKcuaa asoTa MpOTUBOMOKA3aHO. Y OTAeNbHbIX YyBCTBUTENbHbLIX
NaLWeHToB, Monyyalolmx anbda-aapeHoGrokaTopkl, OHOBPEMEHHOE
npumMeHeHne cungeHaduna MoXeT MPUBECTM K CMMNTOMATMYECKOM
rUNOTEH3MKN, 4TO 0BbIMHO HabniogaeTcs Yepes 4 vyaca nocne npuema
cunaeHacduna. B Tpex cneunmnyecknx NCCNeaoBaHnsX Y NauneHTos ¢
AoBpokavyecTBeHHOW runepnnasuen npoctatbl, CTabUnNUaMpoBaHHON
[0KCa303nHoM, anbta-aapeHobnokatop [okcasosuH (4 mMr n 8 wr)
npumensincs ¢ cungenacdunom (25 mr, 50 mr unm 100 wmr). B atux
VICCIIeI0BaHNSX CPEAHEe JONONHUTENBHOE CHbKeHNe All B MOMOXeHU
nexa coctaensier 7/7 mm prct, 9/5 mm prct u 8/4 MM pr.cT
COOTBETCTBEHHO, CHIWKeHNE AJl Ha HKHUX KOHEYHOCTSX COCTaBNsieT
6/6 MM pT.CT, 1/4 MM PT.CT 1 4/5 MM PT.CT COOTBETCTBEHHO. Y NMOA0GHBIX
NaLWeHTOB COOBLLANOCH O PEAKUX CryyasX Pa3BUTUS CUMNTOMATUYECKON
NoCTypanbHOM rnoTeHsnn. OTMeYanuchb Crydau ronoBOKPYXeHWs,
01HaKo 0GMOPOKOB He Haboaanocs.
Mpu3HakoB CyLLECTBEHHOro B3aumoaencTums ¢ Tonbytamuaom (250 mr)
unu sapcdapuHom (40 wmr), koTopble MeTabonuampyiotcs CYP2CY, He
BbISIBNEHO.
Cunperacdun (50 Mr) He BbI3blBAET [OMOMHUTENBHOTO YBENUYEHNs!
BPEMEHU KPOBOTEYEHMS NpU OJHOBPEMEHHOM fpueme C
auetuncanuumnoBo kucnotow (150 mr).
Cunpaenadun (50 Mr) He ycunuean runoTeH3nBHoe AeNCTBUE ankorons y
3[10pOBbIX J06POBOILLIEB MPU CPEAHEM MAKCMMasIbHOM YPOBHE arnkorors
B kpoBu 80 mMr/an.
He oTMevanoch HWKakMX M3MEHEHWI MO CpaBHEHMIO C nnaueGo B
NoBGOYHbIX AEACTBUSX NPU NpUeMe cunaeHaduna 1 cneayiowmx rpynn
aHTUrMNEepPTEH3NBHLIX CPEACTB: AnypeTukos, GeTa-GnokaTopos,
MHrM6nTOpoB AlN®, aHTAaroHWCTOB aHr1oTeH3nHa |, Bazoaunatatopos u
AHTUTMNEPTEH3NBHBIX CPEACTB LEHTParnbHOro AeicTBus, Grokatopos
aipeHeprYecknX HEeWpoHOB, GrIOKATOPOB KanbLMEBbLIX KaHanos U
anbtha-apeHobokaTopos,
B KMMHWYECKOM WCCNeAoBaHMM Yy NaLWEHTOB C apTepuanbHom
runepTeHaneit npu ogHoBpeMeHHoM npueme cunperaduna (100 mr) ¢
aMNOAUNMHOM HaBMioaanock CHIWKEHWE apTepuanbHoro AasneHns B
MONOKEHMI NEXa: CUCTONUHECKOTO - Ha 8 MM PT. CT., AMACTONMYECKONO - Ha
7 mm pt. cT. MNMogo6Hoe fononHuTenbHoe cHimkenne ALl 6bino, Kak y
3710pOBbIX J06POBOILLIEB NPU MCNIONBL30BAHMI OIHOTO CUnAeHaduna.
B KMWHMYECKOM WCCMEAOBaHUM C Y4acTUeM 3[0POBbIX MYXHUMH-
nob6posonblues cunaeHadun (100 Mr) He okasbiBan BNUSIHWE Ha
PaBHOBECHY!0 KOHLIEHTPaLMIO MHrMGMTOpoB BUY-npoTeask caksuHasupa
1 pUTOHaBMPA, KOTOopbIE siBNsitoTCsi cyGeTpatamu CYP3A4.
Y 300pOBbIX MYX4uMH-AO6poBONbLUEB Ha OHe paBHOBECHOW
KOHLieHTpaumn cunaeHadmna (80 mr 3 pasa B aeHb) Habnioganock
nosbiweHne AUC 6o3seHTaHa (125 mr 2 pasa B feHb) Ha 49,8% , C,,, — Ha
42%.

n BO Bpems TV U B Nepuog nakraumm
CunpaeHadnn He crieayeT NPUMEHSITb Y KEHLLMH.
B Ha Tb ynp TP PTHBIMMU

CpeacTBaMM 1 APYrUMK NoT
He npoBoaunuce WCCreaoBaHust Mo BAWSHUIO cunfeHaduna Ha
CNOCOBHOCTL YNpaBnsTe aBTOMOBUNEM WM [APYrAMM TEXHUYECKAMN
cpeacteamu. Crieayet coGriofiaTe OCTOPOXHOCTb MPU  BOXASHUN
aBTOTPAHCNOPTa W yNpaBreHn MexaHu3mMamu, Tak kak cunaeHadun
MOXET BbI3BATh FONOBOKPY)KEHME U HAPYLLIEHNE 3peHIS.

Cnoco6 npumMeHeHns U A03bI

Mpu cMMNTOMAaTUYECKOM TNEYEeHUU SPEKTUNBbHOM AUCDYHKUMM (Npu
HEBO3MOXHOCTM [OCTUXEHUS U MOALEePKaHWUS 3PeKLn, HeoBXoaUMOoi
ANS YAOBNETBOPUTENBHOTO MOMOBOTO akTa) PeKoMeHAyemasl [103a
06bl4HO cocTaBnseT 50 Mr npuMepHo 3a 1 4yac [0 nnaHvpyemoit
CeKCyarnbHOil akTUBHOCTK. C y4eTOM 3hheKTUBHOCTM 1 MEPEHOCUMOCTH
po3a MoxeT GbiTb yBenmyeHa Ao 100 Mr unu cHwkeHa o 25 wr.
MakcumarnbHasi pekomeHayemas 403a coctaBnsieT 100 Mr v ipuH1MaeTcst
1 pa3 B ieHb. Mpenapat NpUHMMaloT BHYTPb. Mpuem npenapara Bo Bpemst
€/1bl MOXET 3aMeAANsATL €10 AeNCTBIE NO CPABHEHMIO C MPUEMOM HaTOLLaK.
OQHOBPEMEHHOE MPUMEHEHNE C CUMbHBIMU UHIMBUTOPaMKU LUTOXpoMa
P450 CYP3A4 (TakuMu Kak SpUTPOMULIMH, CakWHAaBWP, KETOKOHA30r,
UTPaKOHa30r) MOXeT CnocoGCTBOBATL MOBbLILIEHMIO KOHLIEHTpaLMK
cunaeHacuna B nnasme. Y4uTbIBas TO YTO BbICOKAsi KOHLEHTPALMA
cunaeHacdmna MOXeT BbI3BaTh Kak yCUEHUe [ENCTBUS, Tak 1 NOGOYHbIX
ahhekToB, pekomMeHayemasi HadarnbHas fo3a npenapata cocTaBnser
25 Mr. He pekomeHayeTcs COBMECTHOE NpuUMEHeHve cungeHaduna c
PUTOHABMPOM. YTOBbI CBECTI K MUHIMYMY PUCK PA3BUTMS! NOCTYPasibHOM
TUNOTEH3UN Y NALWEHTOB, MPUHUMAIOWNX arbgha-aapeHoBoKaTopsl,
npuem npenapata JMburpaH” CrieAyeT HauMHaTb TOMbKO MoCne
[IOCTKeHNst  cTabunuaauum nokasateneit remoguHamuki. Criedyet
Takke PacCMOTPETb LENecooBpasHOCTb CHIDKEHWS HadarbHON A03bl
npenapatafo 25 mr.
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Mpy NOYe4HON HEAOCTATOMHOCTM NETKOA U CPeaHEeNn CTENeHn TSKecTU
(knupeHc kpeaTuHuHa 30-80 Mn/MUH) Koppekuus 1o3bl He TpebyeTcs. Mpu
MOYEUHON HEOCTATOMHOCTU TSKENOW CTeneHn (KMMPEHC KpeaTuHUHa
MeHee 30 MN/MWH) M3-32 CHWKEHHOTO KNMpeHca Ao3y cunpeHadwuna
crnegyeT ymeHblWTb A0 25 mr. pu HeoBXxoaumMocTM [03y MOXHO
nocTeneHHo no.bIwath A0 50 Mr unu 100 mMr ¢ yueTom achpekTUBHOCTY U
NepeHocUMOCTH.

Mockonbky BbiBEiEHNE cunaeHaduna HapylwaeTcsi y MaLueHToB ¢
HapyleHnem YHKUWM MeYeHn (Hanpumep, Mpu LMPPO3e), 03y
npenapata crnegyet CHU3NTb 40 25 Mr.

Tepuampuyeckas epynna

Y naumeHTOB NOXWIOro BopacTa (65 neT u cTaplue) KoppekLmm A03bl He
TpebyeTcs.

Mo6ouHble aencTBUA

Haunbonee yacto BcTpevatoLmecs nobouHble achdekTbl: ronosHas 6onb,
nokpacHeH1e nnua, AMCMencusl, 3anMoXeHHOCTb HOCa, TONOBOKPYXeHMe,
TOLLHOTA, OLLYL{EHNE Xapa, HaPYLLIEHNE 3DEHNS: LIMaHONCS (BPEMEHHOe
COCTOsIHME, NpWU KOTOPOM BCE MNPEeAMEThl KaxyTcs ronybeimu),
3aTyMaHeHHoe 3peHue.

HexenaTenbHele peakuuu, BCTPEYAIOIUMECH B KIMHUYECKUX W
NOCTMapKETVHIOBLIX UCCNE0BAHMSAX Yallle Mo CPaBHEHMIO C nnaue6o u
KIUHUYECKM 3HAYNMBIE, yKa3aHbl HIXE MO YacToTe BCTPEYaEMOCTH 1 Mo
cuctemam.

YacToTa BO3HUKHOBEHMS:: 04eHb YacTo (2 1/10); yacto (ot 2 1/100 po
<1/10); Heuacto (oT = 1/1000 go <1/100); peako (or = 1/10000 go
<1/1000); o4eHb peako (<1/10000); ¢ HEM3BECTHON YacTOTON (He MoryT
6bITb OLIEHEHbI Ha OCHOBE UMEIOLLINXCS JaHHbIX).

YacToTa KNMHNYECKM 3HaYMMbIX NOGOYHBIX 3ChHEKTOB, BCTPEUAKOLNXCS B
NOCTMAaPKETVHIOBBIi Mepyof, ykadaHa kak Hen3BeCTHas.

UHpekyuu u uHeasuu

He4acmo: pUHUT.

Co y
HEeYacmo: peakLm NoBbILIEHHON YYBCTBUTENLHOCTY.

Co cmopoHbI HeP8HOI cucmemsb!

0YeHb Yacmo: ronosHast Gonb;

4acTO: FONOBOKPYXKEHME;

HEeYacmo: COHNMBOCTb, FUNECTe3us;

Ppedko: LiepebpoBackynsipHbIe HapyLLIEHNS), TPAH3UTOPHASA ULIEMUYecKast
araka, Cyoporv*, MoBTOPHbIE CY/I0pOr*, 0BMOpOK.

Co cmopoHLI opzaHa 3peHus

4acmo: HapyleHue UBETOBOCNPUATUSA, HapyleHue 3peHus,
3aTymMaHeHHOe 3peHue;

Heyacmo: HapylweHue paboTbl crnesHoro annapata***, 6onb B rnasax,
hoTodobus, coToncus, nokpacHeHwe rnas, Gneck B rnasax,
KOHBIOHKTUBUT;

pedko: HeapTepunTHas NepeaHsis WWeMUYeckas HesponaTtus
3putenbHoro Hepsa (NAION)*, okkro3usi BEH ceT4aTky, KpOBOU3NUAHUE
ceTyaTku, apTepuoCKNepoTNYeckas PETMHONATIS, NOPaXeHNe CeTHaTku,
rnaykoma, 1echekT Monei 3peHinsi, AUNIONMS, CHIKEHUE OCTPOTbI 3PEHNS,
MWOMWS,, ACTEHOMWsI, MaBalole MOMYTHEHUSI CTEKNOBUAHOO Tena,
nopaxeHm1e palyXHoi 0GONoYKY, MUAPUA3, HaNnYMe paslyXHbIX KPYros B
none 3peHust BOKPYr WCTOYHWKA CBETA, MMNEPeMUsi KOHBIOHKTUBbI,
pasapaxeHue rnas, HenpusiTHbie OLUYLIEHUs! B [rasax, OTeK Bek,
VHBEKLWM CKrep.

Co cmopoHbI opaaHa ciyxa u 1a6upuHmHol cucmems!

pedko: notepsi cyxa.

Cocmop PO Y
4acmo: NoKPaCHEeHMe N1UA, OLLLLIEHME Xapa;

Heyacmo: Taxukapausi, OlLyLIEHNE CePALEBUEHNS:, rUnep-, TMMOTEH3NS;
pedko: BHe3anHas cepaedyHas cMepTb, MHdapKT Muokapaa,
ernynoukosas aputMusi, hUGPUNNALMA Npeacepamii, HecTabuneHas
CTeHoKapausi.

Co a
cpedocmeHus

4acmo: 3anoXeHHOCTb HOCA;
HEeYacmo: aNMUCTaKCMC (HOCOBOE KDOBOTEHEHHE), CUHYCHT;

PedKo: YyBCTBO CTECHEHWUS B roprie, OTeK CAM3UCTON 0BOMoYkN Hoca,
CYXOCTb CMIM3MCTOI 0GOMOYKN NONOCTM HOCa.

Co i
4acmo: TOLWHOTa, Aucnencus;

Heyacmo: racTpoasodhareansHslit pedniokc, peoTa, Gorbe B o6nacTi
BOTA, CyXOCTb BO PTY;

PedKo: TMNECTE3IS! CII3MCTON OBOMOHKY MOMOCTH PTa.

Co P KOXU U i

HEeYacmo: KOXHas! Cbirb;

pedko: cuHapom CTuBeHCa-[XXOHCOHA®, TOKCUYECKUIA dnuaepmMarnbHbIi
HeKponua*.

Co
mkaHu

He4acmo: MUanrusi, Gornb B KOHEUHOCTSIX.

Co noyeku nymei
Heyacmo: remaTtypus;

Co 0) 7 u i xenesn!
Heyacmo: MOBPEeXAEeHWe TKaHed MOMOBOrO 4neHa, npuanuam*,
remaTtocrnepmMusi, yCUneHne apexLmin.

O6wue 1] u

Heyacmo: 6ok B 0BNaCTM rpyaHON KNETKM, NOBbILLEHHAs YyTOMINSEMOCTb,
ouyLieHme xapa;

PedKo: pa3aPaKUTENbHOCTb.

Hccnedosanus

Heyacmo: yBenuyerne YCC.

*Mo6o4Hble 3ahPeKTbl, BbISBMEHHbIE BO BPeMsi MOCTMAapPKETUHIOBbIX
MCCNeaoBaHUii.

**HapyleHne LBETOBOCTPUATUS: XIOPONCUsi (BPEMEHHOE COCTOSHME,
npy KOTOPOM MPEeAMETbI KaXyTCsi OKpPALUEHHbIMU B 3enéHbIA LBET),
XPOMATONCUSI, LUAHONCUS (BPEMEHHOE COCTOSIHWE, MpU KOTOPOM
NpeaMeTbl KaXyTcsi OKpalleHHsIMM B ronyGoi LBeT), 3puTponcus
(BpemMeHHOe COCTOSiHME, MpU KOTOPOM MpPeAMETbl KaxyTcs
KPacHOBATLIMI), KCAHTOMCUSI (BPEMEHHOE COCTOsIHME, MPU KOTOPOM
NPEeAMETI KaXyTCs OKPALLEHHBIM B KENTbIil LIBET).

***Hapy1ueHie paGoTbl CNIE3HOTo annapara: OLylLEeHe CyXOCTv B rnasax,
NOBBILLIEHUE CIIE30TEYEHMS.

C

i knemku u

Py

u

o P P
CooblieHre 0 Nofo3pUTENbHBIX NOGOYHBIX PeakumMsx Nocne Toro, Kak
feKapcTBeHHbI npenapar Gbi 3aperecTpupoBaH, WUMEeT BaxHOe
3HadyeHne. OTO MO3BOMSET OCYLWECTBASATL [ASINTENbHbIA KOHTPONb
COOTHOLLIEHMS N10Mb3a/PUCK IPUMEHEHWS NIEKapCTBEHHOTO CPEACTBa.
IMpu  no: fosled] 06 "] K
epavy.
Mepenosuposka
B 1ccriejoBaHusX y 340POBbIX A0BPOBONBLER NP OJHOKPATHOM Npreme
B Aosax Ao 800 Mr HexenatenbHble sBNeHWs GbinK conocTaBuMbl C
TakoBbIMM Npu Npueme B Gonee HU3KNX 03aX, HO BCTpeYanmch yallle n
6b1n1 Gonee BbIpaXeHHLIMM.
Mpy npueme B gose 200 Mr ycuneHns aeicTBus He Habnioaanock, HO
OTMeYancs PocT YacToTbl BO3HUKHOBEHMS NOBOYHBLIX peakumii (Takux kak
ronoBHas Gorb, MOKPacHeHMe nuLa, TONMOBOKPYXEHWUE, AMUCTencus,
3a50KEHHOCTL HOCA, HapyLIEHUE 3DEHMS).
JleyeHue
B cnyyae nepeno3vpoBkM HEOGXOAUMO MPOBOAUTL CTaHAAPTHYIO
noaAepXkMBaloLLYIO Tepanuio. [iManua He AOMKEH YCKOPSiTe KIMPEHC
cunaeHacuna, Tak kak NocneaHuin akTUBHO CBA3bIBaeTCs ¢ Genkamu
NNasmbl 1 HE BLIBOAUTCS C MOYOIA.
®opma BbInycka
Jnburpan”™ 100 Mr, TabneTku, MOKPLITbIE MIEHOYHOI OBONOYKON, B
6nuctepax. 1 6nuctep (1 Tabnetka unw 4 TabneTku, NOKPbITbIE NAEHOYHON
0BOrIOYKOM), B KOMMAEKTE C MHCTPYKUMEIA N0 NPUMEHEHMIO YNakoBaH B
KapTOHHYIO KOPOBKY.
Ycnosus xpaHeHus
XpaHuTb Npu Temneparype He Boilwe 25 °C, B OpUrMHanbHOi ynakoBke u
HE[lOCTYMHOM [i5i ieTeil MecTe.
Cpok rogHocTh
3 ropa.
He ncnonk3osath Nocrie UCTeYeHIst CPOKa FOAHOCTHA.
Ycnosus oTnycka u3 antek
OTnyckaeTcs no peuenty.
Bnageney peructpaummn
Masa XonawHr A. LL.
Xankanel Mepkes Max. BacbiH Skcnpecc [kag. Net
34303 Kiouykuekmemke/Ctambyn/Typuus
MpousBoauTens
[Hasa Xonguur A. L.
Opranu3e CaHaiu Benbrecy, Atatiopk Max. Atatiopk [xazg. Ne32
Kapaarau/Mepkeskoit/Tekupaar/Typuuns
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