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MHCTPYKLHUS N0 MEJAUUUHCKOMY MMIPUMEHEHUIO JIEKAPCTBEHHOT 0
ITPEITAPATA

bPUHDPA

Toprosoe nazBanue
BPUHOPA

MeskyHapoHOe HENATEHTOBAHHOE HA3BAHUE
Her

JlexkapcTBennas gpopma
Karnum rinasuele, cycnensus, 5 mi

Cocras

1 M comeprxut

akmusHole eewjecmea. Opuusonamua 10 mr, Tumonmona manear 6,83 Mr (9KBHBAJIEHTHO
THMOJI01y 5,0 M),

6cnomozamenviivle  6eujecmea: OCH3AIKOHUS XJIOPHJ, JMHATPHS JJ€TAT, HATPHUS XJIOPH,
TUJIOKCAMOJ, MaHHHUTOJI, Kapbomep 974P (xapbomep romomosumep tHnma B), kuciora
xjoposonopoanas (10 pH 7.3+0.3), natpus ruapoxenn (1o pH 7.3+0.3), Boxa 1ist MHLEKLMI 10
1,00 mu.

Onucanune
Cycnensust 6e10ro uitk oyt GEJIoro IBera.

®apmakorepaneBTHYeckasi rpymnna: llpemaparsl a4 JiedeHus  3aGoseBanmii  riias.
[IpoTuBOr/IayKOMHEBIE Npenaparbl ¥ MHOTUKH. beta-aapeno6aokartopbl. TUMOION B KOMOMHALMHU
C IpyTUMH IIpenapaTamu.

Koa ATX: SOIEDS1

dapMaKoJI0rH4ecKHe CBoicTBA

DapMakoKuHemuKa

[Ipu MecTHOM npuMeHeHnH GPUH301aMKL 1 THMOJIOJ BCACBIBAIOTCS B POTOBUILY M MPOHUKAIOT B
cucreMHbId  KpoBOTOK. [locie mnpumenenus rnasueix kaneib BPUMHDPA, cpeansis Cua
TumMostona Obuta jocrurnyra yepes 0,79 + 0,45 yacoB. Ces3biBaHue OpUH30IAMUAA ¢ OEIKAMHE
IasMel ymMmepeHHoe (0kosio 60%). BpuH3071aMu HaKalIMBAETCS B SPUTPOLMTAX Oaaromaps
BBICOKOM creneHu cpoacTBa k CA-II u menbiueit crenenn k CA-I. Ero aktuBHbIH MeTaGouT N-
AE35THJI TAK)KE HAKAIUIMBACTCS B SPUTPOLIMTAX, HO 3a CUET CB3M npeumyinectBeHHo ¢ CA-I.
braronaps cpoactBy k oputpountaMm u TkaHaM CA, KOHUEHTpauus OpUH30IAMUIA U
MeTaboaMTa B IUIA3ME  SIBIISIETCS  HU3KOM. [lpu  paBHOBECHOM COCTOSHMM — THMOJIOJ



oOHapy)XuBaeTCs B IUIA3ME KPOBH 4€JIOBEKA B TCUCHHE 12 4acoB 1mocjie MPUMEHEHHs INIa3HBIX
kamnenbs BPYIHDPA.

Memabonusm
MeTaGou3M GpPHH30IaMU/IA IPOUCXOMUT ImyTeM N-peankunupoBanusi, O-1calKuIMPOBAHUS 1
oKuCIIeH s N-TIpOnuIoBoi GokoBoi nemu. OCHOBHOH MeTabOIAT — N-1e39TUIOpUH30IaMu ], B
IPUCYTCTBUU OpHMH30JIaMU/Ia, CBA3BIBACTCA C xapOoaHruapasoi | u TaKke HakKalIMBaeTCs B
spurponuTax. Mccaeosanus in vitro moxasany, 4to 3a MeTa0o0au3M OpUH30JaMK/a OTBEYACT,
raBHEIM 06pazom, uzopepment CYP3A4, a Takoke msodepmentsl CYP2A6, CYP2B6, CYP2C8
u CYP2C9.
MeTaboau3M TUMOJIONA IPOUCXOUT ABYMS Y TSAMHU: ¢ 00pa3oBaHHEM 9TaHOJAMHUHHOM OOKOBOMI
IeImH HA THAZWA30IBHOM KoJble X ¢ (OPMHPOBAHHEM STaHOIBHOU OOKOBOM IIETH y a30Ta
Mop(hOTMHA U aHATOTHYHOH OOKOBOM LN C KapOOHUITLHOM TPYIIIOH, COEMHEHHOM C a30TOM.
MeTtaGomu3M THMOJIOJA OCyIIecTBseTcs raHbiM o0pazom CYP2D6.

Buigeoenue
BpHH30TaMKL BEIBOAUTCS B OCHOBHOM C MOYOH 1 KaJIOM B CPaBHUTEIIBHBIX KonuecTBax 32 % u
29 % coorercTBeHHO. Ok010 20 % BHIBOIMTCS B BHIE METabONHTOB C Mouoii. B Moue
0OHApY/KUBAIOTCS B OCHOBHOM OpHH30NaMH U N-1e33THIOpUH30IaMHK]I, @ TAK)Ke OCTaTOYHbIE
xoymuectBa (<1 %) mapyrux MerabomuToB (N-1e3MEeTOKCHTIPOTIHIA 1 O-ne3MeTnmna).

THMOIOI W €ro MeTAGONMTHl BBHIBOJATCA B OCHOBHOM moukamu. OKono 20 % TtumoJIona
BBLIBOJUTCS C MOYOHl B HEM3MEHHOM BHJIE, OCTalbHasd 4acThb — B BHIC MmerabomutoB. Ti2
THMOJIONIA cocTaBisierl 4,8 4 Tocie MECTHOrO COYETAHHOIro IMPUMEHEHHA OpuH30TaMHIa H
THMOJIOJIA.

®apMaKoIHHAMHKA
Mexanuszm oeticmeus

Tpenapar BpuHdpa COMEPXKUT JBa aKTHBHBIX BELICCTBA: OpMH30JAMH ¥ THMOJIOJIA MaJear,
KOTOpbIE CHIKAIOT TOBBIICHHOS BHYTPUIIIA3HOE J1aBICHUC (BI'JT), B epByIO OuYepesib, 3a CUET
CHIDKEHHSI ~ CEKpeldi  BHYTPHITA3HOM  OKMAKOCTH,  OJHAKO  PasIHTHBIMHU Y TSAMH.
KomGHHHpOBaHHOE AeHCTBHE OpHUH30NMAMKa M THMOJIOJA MPEBBIIIACT JIeWcTBHE KaXIOTro
BemecTsa B oTAenbHO¢TH Uit cHmkenus BT

Bpun3onamus SBISETCS HHIHOUTOPOM kapGoanrupassl 1I. Marubuposanue KapOOaHIU/Pas3kl B
LMIMApHOM Teje I7Ia3HOro s0Joka CHWDKAET —IPOAYKIHIO BHYTPHITIA3HOH  KUAKOCTH,
TIPENOJIOKHUTENBHO, ~ Onarogaps  3aMEICHUIO obpazoBaHuss HOHOB OuKkapOoHara ¢
OC/IELYIONIMM CHIDKGHUEM TPAHCIIOPTA HATPUS U XKHAKOCTH.

THMONON — HECEJIeKTHBHBIA 0J0KaTtop [-aIpeHOpenenTopoB 6e3 CHMIIATOMHUMETHYECKON
aKTHBHOCTH, HE OKAaBBIBAaeT IPAMOro IENPECCHBHOIO BIMAHMA Ha MHOKapi, He obnamaer
MeMOpaHOCTAOMIN3UPYIOMIEH aKTHBHOCTBIO. Psn wccnemoBaHui MOKa3aiy, YTO MPH MECTHOM
NPUMEHEHUH THMOJION CHHXKACT 06pa3oBaHue BHYTPUIJIA3HOH JKHMIKOCTH W HE3HAYMTEIBHO
ycunuBaeT €€ OTTOK.

IMoka3zanus K NpUMEHEHHIO

CHIKEHHE TIOBBIILIEHHOT0 BHYTPHUI'PA3HOTO HaBJICHUSA IIpH OTKPBITOYTONBHON TTIayKOMe H
BHYTPUTJIA3HOM THIIEPTEH3HUH Y MAIUEHTOB, Y KOTOPBIX MOHOTEpAIHs OKa3a1ach He0CTaTOYHOH
JUISL CHYDKEHHUS] BHYTPUIJIA3HOTO JABJICHUS.

IIpoTuBONOKA3AHUS

VHuBAAyanbHAs | TOBBIIEHHAs  YyBCTBHTENBHOCTE K KOMIOHCHTAM npernapara,
cynb(poHAMHUIAM WK IPYTUM B-anpeHobmoKaTOpaM.

PeakTUBHbBIE 3a00J€BaHHs IbIXaTENBHBIX IIyTeH, B T.4. opouxuansHas actMa (BA), bA B
aHaMHe3e, XpOHUYeCKHe 0OCTPYKTHBHBIE 3a60IeBaHHS JIETKHX TsoKenoro TedeHus. CuHycoBas
Opamukapaus,  CHHIPOM cnabocTH  CHHYCOBOrO  y3jia,  CHHOATpHAIbHAA Osokaja,




arpuoBeHTpUKYJsipHast (AB) 6nokana II-III crenenu, BeipaxkeHHas ceplaeyHas HEIOCTATOYHOCTh
WJIY KapIUOT€HHBIN IIOK.

AJIIepradecKyii pUHHUT TSDKEJIOTO TEUSHHS.

['unepxnopemuydeckuii anuno3. Tsokenas nodeynas He0CTaTOYHOCTb.

BepeMeHHOCTD, IEpHOJ KOPMIICHHS IPY/bIO, NIETCKUIA BO3pacT 1o 18 neT.

IIpuMeHenue B mepuoj1 0epeMeHHOCTH H IPY/IHOT0 BCKapMJIHBAHUA

IIpenapar BpuHopa MPOTUBONOKA3aH K NPUMEHEHHUIO IPH OCPEMEHHOCTH U B IIE€PUOJL IPYAHOTO
BCKapMJIMBAHUS.
Cnocod nmpuMeHeHusl U 103bI

MectHo. DJ1aKOH Mepei UCII0JIb30BAHUEM BCTPSIXHUBATH.

ITo 1 xamle B KOHBIOHKTHBAJIBHBII MEIIOK I1a3a 2 pa3a B CyTKH.

[locte TpUMeHeHHs NpenapaTta Uls YMEHBIIEHHS PHCKA PasBHUTHS CHCTEMHBIX MOOOYHBIX
peakiuii peKOMEH/yeTcsl JerKoe HaJaBIMBaHUE NalbleM Ha 001aCTh MPOCKIHMH CJIE3HBIX
MEIIKOB Y BHYTPEHHET( YIIia Ila3a B TedeHue 1-2 MUHYT 0Cie HHCTHIULILMA TIpenapaTta — 3T0
CHIKAET CHCTEMHYIO abcopOIHIo IIpenapara.

Eciu 103a ObUTa HPOMYIIEHA, TO JIEYEHHE CIEyeT IPOJO/DKHTE CO CIEeAyIoIeil 03Bl 110
pacmucanmio. JI03a He J0JDKHA IPEBBIIATh | KaIliii B KOHBIOHKTUBANBHBIH MEIIOK I1a3a 2 paza
B CYTKH.
B ciyuae 3aMeHBI Kakoro-1u0o aHTHIVIAyKOMHOTO Ipenapara Ha mpemapar bpumipa cieayer
HavyaTh NpHMEHEHHe Npenapara BpHHSpa Ha Cledylolui AeHb MOocie OTMEHBI MPEeIbIIyIIero
npernapara.
He creayer mpuKacaThCs KOHYMKOM NMPOOKHA-KANEIbHMIb! K KaKoi-Tu00 MOBEPXHOCTH, YTOOBI
u30exKaTh 3arps3HeHUs (IIaKoHa U €ro COACPIKUMOTO.

drakoH HEOOXOIUMO 3aKPHIBATE MOCIIE KaXKIOTO UCIIOTb30BAHMS.

IToGounoe aelicrBHe
0630p mpoduis 6e30IaCHOCTH

Haubonee 4acTo cooOIaeMbIMH HEKeNIATETbHBIMU PEAKIMAMU B KIMHUIECKUX HCCIIENOBAHUAX
ObUTH 3aTyMaHUBaHWE 3PeHHs, pasfpaxeHue rias, Oonb B Ia3y, KOTOpPbIE BCTpEHaluCh
TIPUMEPHO Y 2-7 %o IAIlUCHTOB.

Huxe TIpeJCTaBlIeHbl HEXeNaTelbHble pPEakiWd, OTMEYeHHbIe BO BPeMs KIMHHYECKHX
JCCIIeI0BAHMI IperiapaTa BpuHApa U ero HH/MBH/IYATbHBIX KOMIOHEHTOB — OpHH30/IAMUNA U
THMOJIONIA.
HesxenaTenbHBlE pEakiMi TEPeduclIeHbl C WCIONB30BAHMEM CIEAYIOMEX 0003HAYeHHH
4acTOTHL: 04eHb yacTo (>1/10), wacto (ot >1/100 o <1/10), mewacto (ot >1/1000 1o <1/100),
penko (ot >1/10000 mp <1/1000), ouens peako (<1/10000) 1 yacToTa HEM3BECTHA (HEBO3MOKHO
OLEHWTh HA OCHOBAHWH MMEIOIIMXCsS [aHHBIX). B pamMkax KaXIoW KaTeropuu 4YacTOThI
HeXelaTeIbHbIC PeaKI[UU IPUBEICHbI B MOPS/IKS CHUKCHHA cepbe3Hocm

WudexunoHHbIe wJacmoma neuzsecmua: Ha3ohapuHTAT dapuHrET> CHHYCHT, DUHHAT®

napa3uTapHbIe

3a00s1eBaHus

Hapymenust colacmoma mneuséecmHa: yMEHBIIEHUE KOJIHUYECTBA SPHTPOIHUTOR?,

CTOPOHBl ~ KpPOBM | H|  TOBBILEHUE COACPIKAHHUSA XIOPHIOB B KpOBHU®

muMpaTHYECKOM

CHCTEMBI

Hapymenus colJacmoma  Heuséecmua: aHaUIAKCHS®,  CHCTEMHAs  KpacHas

CTOPOHBI ~ HMMYHHOM BOJYAHKA?, CHCTEMHBIE AIEPrHYeCKHe PEaKIHH, B TOM YHCIIE

CHCTEMBI AHTMOHEBPOTHYECKHUH 0Te1<2 MeCTHast n renepanmoBaHHas{ CHIITB?
CHIEPYYBCTBUTEIBHOCTD KpannBHuua 3yn’.

Hapymenus colJacmoma neuséecmua: THIIOTIAKEMHS”, CHIKCHHE aIlleTHTa’

CTOPOHBI oOMeHa

BEIIECTB U MUTaHUs
Hapyinenus ICUXuKH _|Hewacmo. GeccoHHMIA’




Yacmoma wneuseecmua: JeTpeccHs', TOTeps NaMATH., anaTws’,

NIETIPECCHBHOE ~ HACTPOEHHWE®, CHIKEHHE JMOWIO’, HOYHBIE

KOIIMAphI>>"HEPBO3HOCTE .

Hapymenus colHacmo: mucress3us’

CTOPOHBI HepBH‘Oﬁ Yacmoma Heu3eecmua: uepedpaibHas AIIEMHS,

CHCTEMBI 1epeOpOBaCKy/IAPHOE  HapyuleHue®,  0OMOPOK®,  YCHJICHHE
NPH3HAKOB M  CHMITOMOB MHACTEHHH ravis’, COHIMBOCTE’,
MOTOpHBIE ~IMCQYHKIMK®, aMHE3Ws, YXy[UIeHHE HaMATH )
napectesuu’>, Tpemop?, THIIECTE3HUS, ares3us’
rosoBOKpy KeHHe 2, rojoBHas 60Jb'!

Hapytuenus colYacmo: 3aTymMmaHuBaHue 3peHnus’, 6ob B a3y, pasapaxeHnue riasz!

CTOPOHEI OpraHa 3pe

usi

eyacmo. 3p0o3us pOl"OBI/IIIbIl ’ TOYECYHBIN KCpE:lTI/IT1 , BBIIIOT B

mepeqHIor0 Kamepy raasa', dorodobus', cmEmpoM "cyxoro
rmasa"!, BeeneHms w3 Thasa', 3ym B rmasy'?, omymenue
MHOPOJHOrO Tena B riasax!, rumepemums rmas', rumepemus
CKIephI', TIOBBIIIEHHOE ce3oTedeHue !, THIIEpEMHS]
KOHBIOHKTHBEI', SpuTemMa Bek!

Yacmoma Heussecmua: yBEIMYEHHE JCKABALMH JUCKA 3PUTENHHOTO
HepBa®, OTCIIOMKAa COCYIHCTOM 0607T0YKH mocie (GHIbTpyomed
omepanum’, KepaTWUT>>, KepaTomats®, AeeKT  SIMHUTeIHs]
POTOBHIIBI, HApyIIEHHE SIHTENNsS POTrOBHILL, noBbimenue BI T,
OTJIOXKEHHS B TIa3y’, OKpallMBaHHe POTOBHIEI’, OTEK POTOBUIEL,

CHH)KCHHUEC YYBCTBUTECIIBHOCTH pOFOBI/IHBIZ, I(OH’I:IOHKTHBI/IT3 o

BOCIANCHHE MEHOOMHEBBIX JKeje3’, JUIUIONMA>>, CHHKEHHUE
KOHTPAaCTHOCTH 3pEHHA’, (BOTONCHA’, CHIKEHHE OCTPOTE]
3peHHs>’, HapylleHHe 3peHMs!, NTEpUTHyM>, OUIYIIECHHE]
muckombopra B rmasy’, "cyXoil"  KepaTOKOHBIOHKTUBHT,
THIIECTE3Us rimasa’, IHTMEHTAIHS CKIIEPBI,
CYOKOHBIOHKTHBATbHAS ~ KHCTAa’,  PACCTPOMCTBO  3pEHHS,
PHIYXJIOCTh IVIa3>, aIepruveckue peakiuu ryasa’, Mazxaposz,
1 )

HapylIeHHs BeK’, OTeK Bek', mro3’, Gredapur’, acTeHOIHS,
oGpa3oBaHKe KOPOK Ha KpasX BeK® , MOBBIIIEHHOE ClIe30TeUeHne’

3

Hapymenus co|dacmoma HeuséecmHua: BEPTUTO®, 3BOH B yIIax

CTOPOHBI OpraHa ciyxaj

" TaOUpPUHTHBIE]

HApyLICHHUS]

Hapymenus coYacmoma  Heuséecmua: ~ OCTAaHOBKA  Cepala’,  CepuedHas]

CTOPOHEI cep/Ila HEOCTATOYHOCT?, XPOHMYECKas CepedHas Hel0CTATOYHOCTH)
AB-6110K%, Kap/IMO-PeCIMPATOPHBbIii JUCTPECC-CHHIPOM?,
CTeHOKapIus®, GpaIuKapausa >, HeperyIspHas YacToTa CepAeYHbIX|
COKpAIeHMI’,  apuTMHsa>®,  OmymIeHWe  cepmueGueHus,

TaxmcapnmP, YBECJIUMYCHHUEC YaCTOTBI CEPACYHBIX coxpameHHﬁ3,

60116 B rpyan’, OTEK’ J

Hapymenus
CTOPOHBI COCYZIOB

Co

Heuacmo: CHUXEHUE apTCPUATIBHOTO IlaBJICHI/IHl
3

Yacmoma Heuszeecmua: I‘I/IIIOTGH?:I/ISIZ, TUIICPTCH3UA™, ITOBBIIICHUC

apTepUaJIbHOT'O I[aBIICHI/IHI, (I)EHOMCH PeﬁHOz, XOJIOOHBIE KHUCTH H

CTOIBI?
Hapymenus colHeuacmo: xamen!
CTOPOHBI JIbIXaTeabHON|Yacmoma Heu3eecmua: 6p0oncna3M2 (MpenuMyIIeCTBEHHO
CHCTEMBI, OpraHoB| Y NAlMEHTOB c OpOHXOCIaCTHYECKOM 00JIE3HBIO B
TpyOHOM  KJIeTKH W  aHaMHese), OJIbIIIKa', actMa’, HOCOBOE KpOBOTe‘IeHI/Iel,
CPEOCTEHHS TUIEPPEAKTUBHOCTD 6p0Hx0B3, pazipakeHue ropTaHn3,

4



3aJI0JKEHHOCTD HOCﬁS, 3aJI0KCHHOCTE BEPXHUX ObIXATCJIIbHBIX|

3
TyTe, CMHIPOM TTOCTHA3ANBHOTO 3aTeKa’, YiXaHue’, OyIIeHNe)
CYXOCTH HOca®, (hapuHroNapuHruTHas 601k, pUHOpes”

MMOIKOYXHBIX TKaHeH

Hapymenns co{Jacmoma weuseecmua: peoTa >, 601b B BepxHel YacTH OPIOIIHOM

CTOPOHBI xcenynoq}Lo- monocta'?, Gome B OKMBOTE?, amMapes, CyXxocTb BO pTY',

KHIEYHOTo  TpakTal  TOMHOTA', »30(arur, Aucrencus’™, OLIyIeHHe AUCKOM(pOpTa B

(OKKT) OPIOIHOHM TMOJOCTH®, OIIyIeHHe AuckoMdopTa B KelyaKe’,
YCHIIEHHE TIepUCTATBTHKE, KEITyI0THO-KHAIIEIHOE
paccTpoiicTBO®, THMIeCTe3sWs W NapecTesus IOJIOCTH pra’,
METEOPU3M’

Hapymienus ‘colUacmoma neuseecmna: HapyleHne MoKa3aTernei (yHKIMH IeYeHn

CTOPOHBI ~ NEYEHH U

JKETIEBBIBOIAIIUX

yTen

Hapymenus ‘coldacmoma neuseecmna: KpanuBHMIA®, MaKylo-TiaIyIe3Has ChIIB™,

CTOPOHBI ~ KOKH W TeHepANM30BAHHBIA 3yA’, YIUIOTHEHHE KOXH’, —JEPMaTHT,

arorenys!, copuaszodopMHas CHIMb MM 06OCTpeHHe NcopHasa’,
chlnb', spuTemal’

OpPraHOB M MOJIOYHOM
)KEJIE3bl

Hapymerns colJacmoma neussecmua: MaaITHs', MbIIIEYHbIE CITA3MBI°, ApTPAITHS,
CTOPOHBI CcKeleTHO-  60mb B cruHe’, 60Mb B KOHEUHOCTAX®

MBIIIEYHOU U

COEMHUTETbHON TKAH!

Hapymenus colQacmoma neuszéecmua: 6011b B 061aCTH OYEK, TIOJIAKHYPHUS
CTOPOHBI ~ IIOUeK @ H

MOYEBBIBOJISIIHX MyTeH

Hapymurenus colJacmoma meuseecmua: SpeKTHIbHAS TUCHYHKIHUSA®, CEKCyalbHas
CTOPOHEI monoBblY|  AUC(YHKIMAZ, CHIDKEHHE THOHN0

3 12

O6mme pacctpoiicTBa udacmoma Heusgecmua: 601b B rpyau’, 6omb’, YTOMISIEMOCTB *,

HapylleHWs B MecTe| AacTeHms™, HeJOMOTAHWe’, OIIYIICHHE IHCKOM(pOpTa B TPy,

BBEJCHUS aHOMAJIbHbIE OLILyIIEHUS, OLIYIICHUE TPEBOXKHOCTH",
pasIpaKUTENBHOCTS’,  Tepudepudecknmii — OTEK’,  OCTATKH
JIEKApCTBEHHOTO Tpenapara’

JlabopatopHbie uYacmoma HeuzsecmHa:. YBEIHUYCHUE COJCPIKAHMS Kalus B KpOBH' |

HHCTPYMEHTAJIbHBIE yBETMYCHHE COZleP KaHMUs TaKTaTAeTHPOreHaskl B KpoBH'

JTaHHBIE

! TIo6ounble peakiuy,
2TJo6GouHBIE PeaKIuH,
3 TIo60uHBIE peaKiyy,

HabJIIoJaeMble IIpU PUMEHEHHH KOMOMHAIMKH OpHH30IaMHU] + TUMOJIOI.
Ha0JIr01aeMBble TIPH MOHOTEPAITUH THMOJIOJIOM.
HaOJII0/JaeMBbI€ IPH MOHOTEPANUU OPUH30IaMHUIOM.

Onucanue oTAeJbHBIX HeXKeJaTeJIbHbIX peammi’l

Jucrer3us (TOPbKUM UITH

HEeOOBIMHBI BKYC BO PTY MOC/E HHCTULISIHEM) — 4acTo coodIaeMast

CUCTEMHAas HeXelaTellbHasl peakius, CBsI3anHas C IIpUMEHECHUEM IIpeIiapaTa BpI/IHSpa BO BpEMs

KIIMHAYECKUX  HMCIIBI
IIPOHUKHOBEHUEM K

TaHUH.
eJIb IVIa3HBIX B HOCOIVIOTKY 4Yepe3 CIEC3HBbIA KaHall. OKKJIX03US CJIE3HBIX

Beposmio, 3TO CBS3aHO C 6pI/IH30IIaMI/II[0M U BBI3BAHO

KAHAJIOB MM OCTOPOYKHOE 3aKphIBAaHHE BEK IOCIIe MHCTUUIALINM MOXET MOMOYb yMCHBIIUTDH
10T 3ddexT (cM. pasjen «Crocob IpEUMEHeHUs 1 J035D»).

[lpemapar  bpunsp

COZIEPKUT

GpUH30IAMHJ,  KOTOPBIA  SBJIAETCA ~ MHIHOMTOPOM

KapGOaHTHpasbl ¥ 00NafaeT CHCTeMHOH abcopOuuei. D¢ deKxTs], BOSHUKAIOUIHE CO CTOPOHEI

XKKT, HepBHOI CUCTEMEI,

KpOBH M JTUM(ATHIECKOH CHCTEMBI, TOYEK ¥ MOUEBBIBOIAIIHNX TmyTei,

oOMeHa BEIecTB W ITMTaHWs, B OCHOBHOM, CBsI3aHBI C CHCTEMHBIM JIEHCTBUEM HHFI/I6I/ITOp0B
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KapOoaHruapassl. AH
(opmam uHrHGUTOPOB
IIpu mMecTHOM mpuMen
HEXeJIaTeJIbHbIE PeaKi|
aIpeHobI0KkaTopoB. |
BCTpEYaroIuecs MpH
JIOTIOTHUTEIEHBIE HEX
aKTUBHBIX KOMITOHEHT(
bpunspa, ommcansl B
NPUMEHEHUU HUXKE, Y€
abcopbuuu cM. B paszie
Ilepeno3nposka
Cumnmomvi

AJIOTHHBIC  HEXKCJATCIbHBIC PEaKIMW, XapaKTepHbIE NepOpaIbHbIM
KapOoaHTuApasbl, MOTYT HaOIIONATECS U IIPU MECTHOM UX IPUMEHEHHUH.
CHUM TUMOJIOJI TIPOHUKAET B CHCTEMHBIH KPOBOTOK, YTO MOYET BHI3BATH
MM, IOZOOHbIE TEM, KOTOPBIC BO3HHKAKOT IPH CHCTEMHOM BBECHHH B-
[lepeurcnienHble  HeXenaTelbHBle peakUHH  BKIIOYAIOT peaxiumu,
[IPUMEHEHUH TPOYHX [-afpeHo0I0KaToOpoB B (hopMe KaIllM TIIA3HBIE.
CIIATE/IbHBIC PEAKIIMH, CBS3aHHBIE ¢ HCIOIb30BAHUEM HHIMBHIYalbHbIX
)B, KOTOpBIE MOTYT NOTCHUHAIBHO OBITH NPH NPUMEHEHHH IIpenapaTa
bie. JacToTa CHCTEMHBIX HEXeIaTeIbHBIX PeakIui IIPH MEeCTHOM
M IIpH CUCTEeMHOM BBeJeHUH. MHbopManuio o CHMXEHHH CHCTEMHOM
e «Crnocob mpUMeHEHH s H J035».

MoryTt Habmogarscs CHMITOMBI NEPENO3UPOBKH [-aApeHOGIOKATOPOB B ClTydae CIydaiHOro
npueMa Tpenapara BHYTPb: Opanukapius, TUIIOTEH3HWs, CepJeYHas HeJOCTaTOYHOCTh U

OpoHxocnasm.
B pesynprate neiicTs
GanaHca, pa3BUTHE alll
CHCTEMBI.
Jlevenue
CuMnTomaruueckass u
JJIEKTPOJIUTOB B CBIBO
HccenenoBanus mokasain
B3aumopeiicrBue ¢ ap)
IIpenapar bpunspa ¢
MECTHOM IPUMEHEHHH
KHCJIOTHO-IIEJIOYHOTO

kapOoanruapasel. Cie
IIPHMEHSIOIIMX [Ipernap
He pexomenayetcs

KapOoaHrupasbl, TakK K

3a meraGonmusM OpHH
ocHOBHOM), CYP2AS6,

Ipenaparbl, UHIHOUpYI

KJIOTpUMAa3oJI, PHUTOHA

MmeTtabosm3mMa OpHH30I12
COBMECTHOM Ha3Hayel

OpuH30IAMHUIa MAalloBE

Ul OpHH30JaMHMa MOXKET IIPOM30MTH HAapyIIeHHe 3JIeKTPOTUTHOTO
ZI03HOTO COCTOSIHUS, HApYIIEHHSI CO CTOPOHBI LEHTPATBbHON HEPBHOI

noanepxkuBaromas tepanusd. HeoOxomumo crnemuth 3a ypoBHEM
POTKE KpOBU (B YaCTHOCTH, 3a COJACpXKaHUeM Kaius) ¥ pH Kposw.
H, YTO 'eMOIHAIH3 TUMOJI0Ia Hed(heKTHBEH.
YTHMH JIeKaPCTBEHHBIMH CPEACTBAMH
OZICPXKUT OpUH30IaMHJ, MHTHOMTOP KapOoaHruapassl, KOTOPBIA Mpu
MOXeT abcopOupoBaThes cHcTeMHO. OIHcaHbl Clydyad HapylleHHs
paBHOBECUsI B pe3ynbTaTe IPUMEHEHWs NepOpaIbHBIX HHTHOMTOPOB
TyeT YYHUTBIBATh BO3MOXKHOCTb TAaKMX HApYHICHWH M y IALUEHTOB,
aT bpunspa.

OJJHOBPEMEHHOE IIPUMEHEHHE C TIePOPATbHBIMH  HHTHOHTOPAMH
aK CYLIECTBYET BEPOATHOCTh YCHJICHHS CHCTEMHBIX MOOOYHBIX PEaKIIHiA.
30J1aMHJla OTBEYalOT H30(pepMeHThl nuroxpoma P-450: CYP3A4 (B
CYP2B6, CYP2C8 u CYP2C9. Crnemyer ¢ 0cTOPOKHOCTBIO Ha3HAYATh
orre usopepmenT CYP3A4, Takue, KaKk KETOKOHA30J, UTPAKOHA30J,
BUPD U TPOJCAHIOMHUIMH, BCJIEACTBHE BO3MOXKHOTO HHIHOHPOBAHMS
wvmzia u3opepmertom CYP3A4. Crenyer coGionaTs 0CTOPOKHOCTD TIPH
HuM  uHrubuTopoB  m3odepmenta CYP3A4. Opmako HakoILIeHHE
POSTHO, TaK KaK OH BBIBOAWUTCS MOYKaMH. BpuUH30IaMHI He SBJIIETCS

UHTHOMTOPOM M30(epMeHTOB IuToxpoma P-450.

VcujieHue CHCTEMHOD

nedicTBusa  B-anpeHOOIOKATOPOB (CHUIKEHHE YACTOThl CEPAEYHBIX

COKpAILCHUH, ICTIPECCHUsT) MOKET Pa3BUBATLCS IPH OJHOBPEMEHHOM MPHMEHEHHH HHIHOHUTOPOB
CYP2D6 (xunuauHa, QryoKceTHHa, MapoOKCETHHA) U THMOJIOJA.

CymecTByeT BEpOSTHOCTh YCHICHHS [MIOTCH3MBHOIO JEHCTBUS W/MJIM PA3sBHTHS BHIPAKEHHOM
Opazukapauu IpH OTHOBPEMEHHOM TNPHMEHCHHH [-aApeHO0IOKATOPOB I  MECTHOTO
NpUMEHEHNs ¢ OoKaTopaMH KaiblMEBBIX KaHAIOB ISl TPHEMa BHYTPb, TYaHETHIWHOM, [-
alpeHO0I0KaTOpPaMHy, aHTHAPUTMHUIECKUMHU TIpenaparamMy (BKII0Yas aMHOJApOH), ITHKO3MIaMK
HaTEepCTIHKU U apacuMIaTOMUMETHKAMH.

B-anpeHoGIoKaTOpPEI MOI'YT YMEHBIIATH OTKIIMK Ha aJpEeHAMH [PH JIEYEHNH aHAQUIaKTHIECKHX
peakimii. CrefyeT ¢ OCTOPOXKHOCTBIO HA3HAYATH npenapaTr MalMeHTaM C aTONHed WiId C
aHauIaKcuei B aHaM}{e3e (cM. pazgen «Ocobble yKazaHHs»).

B HexkoTophIx cnyqaxx‘
MECTHOIO IPUMEHEHHS

|

B pe3y/bTaTe OJHOBPEMEHHOIO NPUMEHEHHs [3-aapeH00I0KaTOpOB s
U aJpeHainHa (dnuHepprHa), MOXKET Pa3BUBATHCS MHU/IPHA3.



DddexT, OKa3bIBaEMblii Ha BHYTPUIIIA3HOS JABICHHE, HIIM U3BECTHbIE 3(EKThl CHCTEMHBIX [3-
apeHoOIOKATOPOB MOTYT YCHIMBATBCH, €CIM THMOJION HA3HAYACTCS MALMEHTY, YXKe
ToJTydaromeMy cucTeMHBIH B-anpeHoOnokatop. TakuX NamMeHTOB HEOOXOAMMO TINATENBHO
Ha0JII01aTh.

IIpuMenenue JBYX OeTa-aapeH00I0KaTOPOB MECTHOTO AEHCTBHUS HE PEKOMEHIYETCA.

B ciiyuae mpuMeHEHHs C APYTMMU MECTHBIME O()TaTbMOJIOTHUECKUMH HPETIapaTaMu HHTEpBal
MEXLy UX IPHMEHEHUEM JIOJDKEH COCTABIISATh HE MEHEE 5 MHH.

Oco0bIe ykazaHus

CucremHsble 3¢ GeKTeI

BpUH30IaMH/] ¥ TUMOJIOJ MOTYT IOJBEPraThCsl CUCTEMHON abcopOIuHy. TuMoI0N pU MECTHOM
IIpUMEHEHUH MOJKET BEI3BIBATh TaKHE XK€ MOOOYHbIC PEaKIHH CO CTOPOHBI CepedHO-COCYAUCTOMH
W JBIXaTeNIHOW CHCTEM, a TaKke JpyrHe He)XKelaTelbHbIe PEeakiid, Kak M CHCTEMHbIC B-
aipeHO0I0KATOPEHIL.

Peakiuy THIIEPYYBCTBUTEIBHOCTH, XapaKTepHbIe I BCEX IMPOM3BOAHBIX CyIb(pOHAMHUIOB,
MOTYT PasBUThCS TIPH MPUMEHEHHH Ipernapata BpuH3pa BCIEICTBAHE CHCTEMHOK abcopbOiuu. B
Cllyuae HOSBJIEHHS CEPbE3HBIX HEKENATEbHbIX PEaKIUi WM PeaKIUi IUIep1yBCTBUTCIBHOCTH
ClIeZlyeT MPEeKPaTHTh NIPUEM IIpernapara.

Hapyienus co CTOPOHBI cepna

V HaIMeHTOB C CEpPAEYHO-COCYMUCTBIMH 3a001eBaHusIMU (HAIPHMED, HIIEMUYECKOU OO0JIE3HBIO
cepaua, creHokapauel [IpunmMerana, cepaedHoH HEJI0CTaTOYHOCTBIO) M TUIOTEH3UEH, Teparysl
B-6I0KaTOpaMH JOJDKHA OBITH KPHTHYECKH OLEHEHA W PACCMOTPEHa BO3MOKHOCTE JICHCHH
JPYTHMH aKTUBHBIMH BemiecTBamu. CieayeT BHUMATEIBHO CIEUTh 38 NOSBICHUCM PU3HAKOB
oGocTpenns 3a60JeBaHusl ¥ He)KeTaTeNbHBIX Peakluil y MallMeHTOB, CTPANAIOIIMX CepACUHO-
COCYIMCTHIMH 3a00JIEBAHUSIMH.

HapylieHus co CTOPOHbL COCY/IOB

C OCTOPOJKHOCTBIO clenyer Ha3zHa4aTh HarueHTaM c BBIPAYKEHHBIM
HApyIIEHHEM/PACCTPONCTBOM  MEPUDEPAUIECKOr0 kpoBoobparuesnst (6onesnp PeitHO WM
cuHpoM Peiino Tspkenoi GopMbl).

['unepTupeos

B-aipeHo610KaTophl MOI'YT MACKMPOBATH CHMIITOMBI THIIEPTHPEO3a.

Mpiiieunas c1abocThb

Coobmanock 0 TOM, 4TO [-afpeHOONOKATOPEI YCHINUBAIOT MBIIETHYIO cnabocTh, KOTOpas
HaGrOaeTCsl TIPH HEKOTOPBIX CHMIITOMAX MHACTEHHH (HaImpuMeEp, JWIUIONHH, NTO3€ U olOmeit
cnaboctH).

HapyieHus co CTOPOHBI ABIXaTeIbHON CUCTEMBI

CooBmanoch O peakiMu CO CTOPOHBI IBIXAaTelBHON CHCTEMBI, BKJIIOYas CMEPTh  OT
OpoHxocrasMa y mauueHToB ¢ bBA mocne mnpuema B-anpeHo0I0KaTOPOB il MECTHOIO
IPUMEHEHHS.

CunorimkemMus/auader

B-aIpeHOGIOKATOPBl CIEAYET ¢ OCTOPOXKHOCTHIO HAa3sHAYaTh MALUCHTaM CO CKJIOHHOCTBIO K
CTIIOHTAHHOH THIIOITTMKEMAH MM IAlMeHTaM, CTpafaromuM TaOUIBbHBIM TedeHHeM nuabera,
TIOCKOJIBKY 3TH MpenapaTsl MOT'YT MaCKUPOBaTh CHMIITOMBI OCTPOi THIIOTJIMKEMHH.

HapyuieHue KHCIOTHO-OCHOBHOIO PaBHOBECHA

Omnucano pasBHme‘ HAapyIIeHHUs] KUCIOTHO-IENOYHOTO PABHOBECHsS TIPH  [PUMCHCHHH
nepopatbHEX (HOpPM MHIHOMTOPOB KapOOAHTHIPA3BL. V ManueHTOB C PUCKOM TOYEYHOM
HEJIOCTATOUHOCTH IIpenapaT CjefyeT HPUMEHSTh C OCTOPOJKHOCTBIO, B CBS3U C BO3MOXHBIM
PHCKOM BO3HHKHOBEHHS META0O0IMYECKOTO alu/03a.

KoHInieHTpanys BHUMaHUS

VIHruGuTOpHl KAapOOAHTHAPA3k, MPUMEHSEMbIC MEPOPAIbHO, MOIYT BIMATL Ha CIIOCOOHOCTD
3aHUMAThCS JeSTeNbHOCTBIO, TpeOylolledl MOBBIIICHHOr0 BHHMaHUSA H (unmu) GU3HUECKOH
KOOP/JMHAIMHA Y OXKHMIIBIX TIAIUEHTOB. [laHHBIE SBIEHAS MOTYT HabmroaaTses, T.K. OpHH30IaMUL
IPOHUKAET B CUCTEMHBIH KPOBOTOK IIPH MECTHOM NPUMEHEHUMU.




AnadunakTuecKue peakiuu

[lanpenTsl ¢ aronmued HIM C TOKEIBIMH aHaQHIAKTHYCCKHUMH pEaKUHUsAMH Ha pa3IHYHbIC
ajulepreHbl B aHaMHe3e, NoJydaromue [-aapeHoOI0KaTopbl, MOTYT CHIIbHEE pearnpoBaTh Ha
BO3JCHCTBUE ITUX QUICPI€HOB, @ TAKXKE MOIYT OBITh PE3UCTEHTHBI K OOBIYHBIM J103aM
aJipeHaJIMHA MIPH JCYCHUH aHAQUIAKTHISCKUX peaKIuii.

Orcioiika cocyaucTon 000J104KH 1J1a3a

OmnucaHpl Cilydyad OTCIOMKH COCYIMCTOW OOOJOYKH Iia3a MPHU NPUMEHEHHH JIEKApCTBEHHBIX
CPEICTB, IPEMSATCTBYIOIIUX OOpa30BaHUIO BHYTPHUIVIA3HOM JKUIKOCTH (HampuMep, THMOJIONA,
areTa3ojaMuIa) mocie GUIbTPYIOUIMX ONEPaIHid.

Xupyprudeckasi aHeCTe3us

HeiictBue [P-agpeHoOIOKaTOPOB B cocTaBe O(TaIbMOJIOTHYECKHX IIPEHapaToB  MOMKET
OIOKHPOBAaTh CHCTEMHOE JeiCTBHEe [3-arOHHCTOB, HANpUMEp, aJpeHaTNHA. AHECTe3UOJIOT
JOJDKEeH OBITh MPOUH(GOPMHUPOBAH O IPUEME MAIUEHTOM THMOJIOJIA.

ConyTcTBylomnas Tepanus

[Ipy TIpUMEHEHWH mpenapara BpuHSpa MalHeHTaM#, KOTOpPBIE MPHHUMAIOT CHCTEMHBIE [-
aapeHo0I0KaATOPHI, HeoOX0ouMOo Y4UTBIBaTh BO3MO>KHO€E B3aUMHOE YCHUJICHHUE
(apMaKoJIOrH4ecKoro OeWCTBHs IpenapaToB KaK B OTHOIIGHHH M3BECTHBIX CHCTEMHBIX
s pexToB B-apeH06IOKATOPOB, TaK K B OTHOIIEHHH CHUKEHHUSI BHYTPUTIA3HOTO JaBIEHHS.
HeoOxomumo TiiarensHOe HAOMIOACHUE 3a TAKMMU [Tal[UEHTAMHU.

CoBMecTHOE TpHMEHEHHe IBYX [-aapeH0OI0KaTOpoB MECTHOIO JEHCTBUSA HE PEKOMEHIYEeTCs.
CymiecTByeT BEpOSTHOCTH YCHJIEHHSI CHCTEMHBIX 3(G(EKTOB, BO3HHKAIOIIMX BCIENCTBHE
MHrMOMpPOBAaHUS KapOOAHTWApasbl y IAIUECHTOB, NPUHUMAIOMIUX NEPOpabHbIE MHIHOUTOPBI
kapboaHruapassl U TpenapaT bpunspa. OnHOBpeMEeHHOE Ha3HauyeHHe IIpernapara bpuHspa u
TepOpaTbHBIX MHTHOUTOPOB KapOOoaHTUApa3bl ¥ HE PEKOMEHYETCS.

Db dEKTHI cO CTOPOHBI OpraHa 3peHuUs

Binusuue OpuH30IaMuga Ha (GYHKIHMIO SHIOTETIMS POTOBUIBI Y MAlMEHTOB C HAapyLICHUAMH
pOroBHIEI (0COOEHHO TMAIMEHTOB C HU3KMM YHCIIOM SHAOTEIHAIBHBIX KJIETOK) HE H3y4aloch. Y
[AI[MEHTOB, HOCSINMX KOHTAKTHBIE JIMH3Bl, HEOOXOJMMO TIIATENbHO HAOMIOZAThH 3a HX
COCTOSIHMEM POTOBHI[BI IIPU PUMEHEHUH OPHH301aMHIa, TaK KaK HHTHOHTOPEI KapOOaHTHIPA3bI
MOTYT BJIMATH HA THAPATAllMIO POTOBHIBL PeKkoMeHAyeTcs TmaTelbHOe HaONIoJeHne 3a
MalMeHTaMK ¢ HapyIIEHHsSMH POTOBHIIbI, HAI[PUMED, MAIMCHTaMU C CaxapHbIM JHabeToM HIIH
IUCTpo(uel pOroBHIIbL.

BeH3ayikoHMSs XT0pU

BeH3aikoHus XJIOpH/I, BXOIALIMMA B cocTaB npenapara bpuHopa, MOXKET BBI3bIBATH pa3JpaXkeHHE
a3, a TaKke H3MEHATh IIBET MATKMX KOHTAaKTHBIX JuH3. Cremyer m3beraTb KOHTaKkTa ¢
MSTKHMH KOHTAKTHBIMH JTHH3AMH.

Ilepes npUMeHEHHEM Mpenapara KOHTAKTHBIC JIMH3BI CIIEYET CHATh M YCTAHOBUTH OOpAaTHO HE
paHee, 4eM 4epe3 15 MUHYT IOCIIe IPUMEHEHHS NIpenapara.

[Mpemapar BpuHIpa COmEPKUT OEH3AIKOHMS XJIOPHI, KOTOPBIH MOXET BBI3BIBATH TOYEUHYIO
Keparonatuio ¥ (WJIM) TOKCHYECKYIO S3BEHHYIO Keparomaruio. [Ipu miurenpHOM NPUMEHEHHH
mpernapara clieayeT TIIaTelbHO HabMoaaTh 3a COCTOSHUEM MAIUCHTOB.

Hapyienne QyHKIMY TEYSHN

Cnemyer NpUMEHSTh Ipenapar bpuHipa ¢ OCTOPOXKHOCTBIO Yy IALMEHTOB C TSDKEIOH
TIIe4eHOYHOM HEOCTATOUHOCTBIO.

BiusiHue Ha cocoGHOCTH YIPABJIATH TPAHCIIOPTHBIMH CPeICTBAMHE, MeXaHH3MaMH
IIpemapar BpuHopa OKa3hiBaeT HE3HAYUTENHHOE BIMSHHE Ha CIOCOOHOCTH K BOXKICHHIO M
yIpaBJICHUIO MEXaHU3MaMH.

Eciu y marueHTa mocjie IpUMeHeHHUs! [IperapaTa BO3HUKIIO BPEMEHHOE 3aTyMaHUBAHUE 3PEHHUs,
HE PEKOMEHJYEeTCs YIpPaBIsATh aBTOMOOMIEM M 3aHMMAThCs BUIAMU  JEATEIBHOCTH,
TpeOYIOMIIMHU MOBBIIICHHOr0 BHUMAHHUS M PEaKIliy 10 ero BOCCTAHOBICHHS.

VIHrHGUTOpPE! KapOOAHTHAPaskl MOTYT OCIa0UTh CIOCOGHOCTD BBITOIHATH 3ajatH, Tpedylomtue
KOHLIEHTPAIMY BHUMAHUS W/WIIM KOOPMHALMH JIBIOKCHHIA.




®opma BInycka

Kamnu rimasueie, 1%+0,5%.

[To 5 mn mpemapata B HempO3padHOM IUIACTHKOBOM (IAKOHE, YKYIIOPEHHOM poOKoii-
KaNeIbHULEH U 3aBHHYMBAIOIIMMCS KOJIIAuKOM GeJI0ro LBETa ¢ KOHTPOJIEM NIEPBOTO BCKPHITHS.
Io 1 nnu 3 drakoHa BMeCTe ¢ HHCTPYKIHMEH 10 IPUMEHEHHIO B KAPTOHHOM Tavke.

YcaoBus XpaHeHus

[Ipu Temneparype ot 4 1o 30 °C. XpaHuTh B HEAOCTYIIHOM IS IeTelf MecTe.

Cpoxk roasocTn

2 rona.

4 HenenmM Nmociie BCKPBITHSL.

He ncnonp3oBate 10 UCTEUCHUH CPOKA IOHOCTH.

YcinoBus ormycka

Ormyckaercst o perenty.

IIpousBoaurenn

Centucc ®apma I1Brt. JITH.

Bummamx Kxepa Huxoa,

Texcun Hanarapx, p-u Conas,

Xumauan [Ipagem, 174101, Manus.

Baajesen perucTpanuoHHOro y10CTOBEPEHHSsI

Centucc ®apma I1st. JITH.

212, Ammmpan Kommepmuman Kommexkc,

-1, I'pun Iapk, Heto [emn, 110016, Unnus

Haumenosanue, adpec u KOHmakmusle OAHHbIE OpeaHuzayuu Ha meppumopuu Kvipzvizckoii
Pecnyonuxu, npunumaiowjeii npemeH3uu (RpeonodceHus) nNo Kavyecmey JeKapCmeeHHbIX
cpeocme om nompebumeieil U OMEEMCMBEEHHOI 34 HOCMPE2UCMPAUUOHHOE HADI00eHUe 3a
0e30nacHOCmbIO 1eKAPCMEEHHO20 CPeOCmea:

720001, r. bumxek, yn Kansika Akuesa, 57, kB. 47, Ten.: +9 967 72322213

e-mail: ssineva@sentisspharma.com



