IHCTPYKUIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JiKApPCHKOIo0 3ac00y

THEKUT®

(GYNEKIT®)

Cknao:
ditoua peuosuna: azithromycin;

1 Tabnerka, BKpHTa IUTIBKOBOIO OOOJIOHKOIO, MICTUTH a3UTPOMIIMHY TUTiIpaTy
eKBiBaJIeHTHO azuTpominuny 1000 mr;

OONOMICHI peuosuHu: KPOXMallb KyKypYI3SHUH, IETI0JI03a MIKpOKpHCTaTivHa,
MOBIJIOH, MAarHifo cTeapar, KpeMHII0 ITIOKCHJ KOJIOIMHUI O€3BOTHHIA, HATPIiO
KpOCKapMeso3a, HaTpit0 KPOXMAJBIIIKOIAT (TUIT A), TIIpOMeNo3a, TalbK, TUTaAHY
niokeun (E 171), nomiernnenriikons 6000, 6apsauk nonco 4R (E 124);

diroua peuosuna: secnidazole;

1 TabyieTka, BKpUTA TUTIBKOBOIO 000JIOHKOI0, MICTUTE cekHima3omy 1000 mr;
00onoMidicHi peyosuHu. TEIIOI03a MIKPOKPUCTAIiYHA, MOBIJOH, MarHilo creapar,
TaJbK, HATPII0 KPOXMAIBIIIIKOJAT (TUIT A), TimpoMenosa, noxieTuienriikons 6000,
tutany niokcun (E 171);

diroua peuosuna: fluconazol,

1 Tabnerka MicTuTh QurykoHazony 150 mr;

OONOMINCHI peuosuHu: KPOXMallb KyKypYI3SHUH, IETI0JI03a MIKpOKpHCTaTivHa,
MOBIJIOH, MAarHifo cTeapar, KpeMHII0 IIOKCHJ KOJIOIMHUI O€3BOJHHIA, HATPIiIO
KPOXMAJIBIIIKOIAT (TUI A), HATPit0 KPOCKAPMEIo3a.

Jlikapcbka ¢opma.

TaGneTku, BKPUTI TUTIBKOBOIO 0O0JIOHKOIO.

TaGnerku, BKPUTI TUTIBKOBOIO 0OOJIOHKOIO.

Tabnerku.



OchosHi Qhi3uKo-XimMiuHi 61acmueocmi.

TaOJETKN a3UTPOMILIMHY: TAOJIETKH TEMHO-POXKEBOI'O KOJIbOPY, NOBractoi (opmu,
JBOOIMYKJIi, 3 PUCKOIO, BKPHTI ILTIBKOBOIO OOOJIOHKOIO;

TaOJIETKU CEKH1a30/1y: TaOIeTKH O1710r0 KOIbOopy, JOBracToi (popmMu, JBOOMYKIIL, 3
PHUCKOI0, BKPUTI IIIIBKOBOIO 0007I0HKO0. Ha moBepxHi TaOIETOK MOXKIIMBA HASIBHICTh
BKpAIlJICHb;

TabsueTkn (PIyKOHA30Jy: TAOJNETKH OLI0T0 KOJIBOPY, KPYyriaoi (opMH, 3 IMIOCKOIO
MOBEPXHEIO, 3 hackaMu 3 000X CTOPIH, 3 PUCKOIO HA OJIHINA CTOPOHI.

dapmakoTepaneBTHYHA rpyna.
[TpoTuMikpoOHi Ta aHTHCENTHYHI MpenapaTH, 110 3aCTOCOBYIOThCS B T1HEKOJIOTII.
Kon ATX GO1A.

Dapmakonoziuni eracmusocmi.
Gapmarodunamixa. Tinexur® — Habip, KM CKIaTA€THCS 3 3 TKAPCHKUX 3aCO0IB:
A3UTPOMILIMH — MIPOTUMIKPOOHUH 3aCi0 ISl CHCTEMHOTO 3aCTOCYBAHHS, MAKPOIIi/I;
CeKHia30l — MPOTHIPOTO30WHUI TpemapaT Tpymnud HITPOIMiga3omiB 3
aHTHOAKTepiaTbHOIO Ai€10; (PIyKOHA307 — MPOTUTPUOKOBUHN 3aCi0 IS CUCTEMHOTO
3aCTOCYBaHHS, TOX1/IHA TPHA30IY.

A3zumpomiyun — aHTHOIOTUK IIUPOKOTO CHeKTpa Aii. YUHUTH OaKTepUIHMIHY Aif0 HA
S. pyogenes, S. pneumoniae Ta H. influenzae, GaxTepiocTaTHYHYy IO MO0
cTa(iJIOKOKIB 1 OUTBIIOCT]I a8pOOHUX rPaMHETaTUBHUX OaKTEpiid.

AKTHBHUH BIIHOCHO TaKUX MIKpPOOpPraHi3MiB:

aepOOHMX TPaMIO3UTUBHUX Oaktepiit — Staphilococcus aureus, Streptococcus spp.
(y Tomy umcni Streptococcus pneumoniae, Streptococcus pyogenes /epyna A/),
Corynebacterium diphteriae;

aepoOHMX TpaMHeTaTHUBHUX Oaktepiit — Haemophilus (influenzae, parainfluenzae,
ducreui), Moraxella catarrhalis, Escherichia coli, Salmonella, Shigella, Aeromonas,
Bordetella (pertussis, parapertussis, burgdorferi), Neisseria gonorrhoeae,
Campylobacter spp., Legionella pneumophila, Pasteurella mutocida;

aHaepoOHuUx Oaktepii — Bacteroides fragilis, Clostridium perfringens,
Fusobacterium spp., Prevotella spp., Porphyromonas spp.,

akTuBHUN Takoxk 1ono Chlamydia pneumoniae, Chlamydia trachomatis,
Mycoplasma pneumoniae, Mycoplasma hominis, Treponema pallidum, Toxoplasma



gondi, Borrelia burgdorferi, Helicobacter pylori, Listeria spp., Mycobacterium
avium, Complex, Ureaplasma urelyticum.

IcHye moBHa mepexpecHa PE3UCTEHTHICTh MK €PUTPOMIIIMHOM, a3UTPOMILIUHOM,
IHIIMMHU MakKpoJiaMu 1 JiHKO3aMimamu s Streptococcus pneumoniae, Oeta-
TeMOJITHYHOTO CTpenTOKoKa rpynu A, Enterococcus faecalis i Staphylococcus
aureus, BKIIIOYAIOYN METULIUITIHpE3UCTeHTHUH S. aureus (MRSA).

ABHUTPOMIIIMH MEHIII aKTUBHUI MOPIBHSIHO 3 €PUTPOMILIMHOM 1 KJIAPUTPOMILITHOM
BITHOCHO €HTE€POKOKIB, UyTIUBUX J0 €PUTPOMILIUHY.

Cexnioazon XapaKTepU3yeTbCsl OaKTepULUUAHUM (IPOTH TPaMIO3UTUBHUX Ta
rpaMHETaTUBHUX aHaepoOHuX OakTepid) Ta ameOinUIHUM (BHYTpPIIIHBO- Ta
30BHIIIHBOKUIIKOBUM) edekrom. CekHifa3on o0coOnMBO aKTUBHUM 100
Trichomonas vaginalis, Entamoeba histolytica, Giardia lamblia. Ilponukarouu
BCEPENHY KIITHHM MIKpPOOPraHi3My, CEKHIJa30]l aKTUBYEThCS B pe3yJIbTaTi
BITHOBJICHHSI S-HITPOTPYIH, 3a PaxyHOK 4YOro B3aemojie 3 kiituHHoo JIHK.
BinOyBaetbes mopyiieHHs ii crmipanenoaiOHOT CTPYKTYpH Ta pyHHYBAaHHS HUTOK,
1Hri0yBaHHS HYKJIEOTHIHOTO CUHTE3Y Ta 3aru0elib KIITHHU.

Drykonazon € MOXITHOIO TPUA30Iy 3 (YHTICTATUYHUM €PEeKTOM, SIKUH crienupiaHo
1Hr10y€e CUHTE3 eprocTepoiy y KIiTHHAX rpu0iB, MPUTHIYYIOUH (EPMEHTH CUCTEMHU
mutoxpomy P450. Lle mpu3BoauTh, SK BBaXKalOTh, 1O BUHUKHEHHS Ae(EKTIiB y
KITHHHIA MemOpani. /liama3oH HOro 3acToCyBaHHS OXOIUTIOE psifi MaTOTEHIB,
Bkitovaroun Candida albicans, Cryptococcus spp. ta nepmatoditu. Candida krusei,
Candida glabrata pe3uctentHi 10 paykoHazomy. QiryKkoHa30I1 He e(eKTUBHHMA 1010
JiKyBaHHS 1HQEKIiH, CHPUYMHEHUX BUAaMu Aspergillus.

Dapmaxoxinemuxka.

AsumpomiyuH.

[IBuaKO abCOpPOY€ETHCS 3 TPABHOTO TPAKTy. 3aCTOCYBAHHS Pa3oM 3 KO 3HUKYE
abcopOI11it0 a3UTPOMILIMHY .

biogoctynHicTh cTaHOBUTH TpuOIH3HO 37 %. MakcuManbHiI KOHIIEHTpaii y mia3mi
JOCATAIOTHCS MPOTATOM 2—3 TOJIUH MiCIA MPUIOMY Mpenapary.

[IIBuaKO po3mOAUIAETHCS B TKAHWHAX Ta piAMHAX opraHizmy. JloOpe mpoHHKae B
IUXaJIbHI IUIAXHU, OPTaHd W TKAaHUHM YPOTEHITAJIbHOTO TPaKTy, B LIKIpYy Ta M sKi
TKaHuHHU. HakonudyeTbcs BHYTPIIIHBOKIITUHHO, 32 PaXyHOK YOTO KOHIEHTpallii
npernapary B TKaHHHax Maibke B 50 pasiB MepeBHILYIOTh KOHIEHTPALiIO B IUIa3Mi
KpOBi. A3UTPOMILMH Y BeJNMKIH KUIBKOCTI HaKONMUYyeTbcsd Yy (aromurax i
¢i6pobmactax. ParonuTu TPAHCIOPTYIOTH MpemapaT MO0 Miclsi 3amajeHHs.
A3UTPOMIIIMH 30epiraeTbcs B OAKTEPULMIHUX KOHIEHTPALIAX Y MICII 3arajeHHs
IPOTAroM 5—7 THIB Micis NPUHOMY OCTaHHBOI 103U.



3B’A3yBaHHS 3 OUIKaMU IJIa3MU KpPOBI1 3MIHIOETHCS 3aJIe)KHO BiJl KOHIEHTpALii:
npubsmznao 50 % npu 0,02—0,05 mxr/mi; npubauzno 7 % npu 1 mxr/mi. CepenHiit
00’eM po3MOiTYy PH JOCATHEHHI CTa0lIbHOI KOHIIEHTpallii ctaHOBHUTH 31,1 n/kr.

[Tpubmuzno 35 % asurpominuHy MeTaboNi3yeTbcs B MEYIHLI  IIJISIXOM
JIeMETUITIOBAHHS.

ITonazn 59 % BuUBOAMTHCS 3 XKOBYIO Ta NMPHOAN3HO 4,5 % — 13 ceuero B HE3MIHEHOMY
BUTJISI.

Ilepion HamiBBUBEAEHHS 13 CHPOBAaTKM KpoBi cTaHOBUTH 11-14 roguH mnpu
BHUMIPIOBaHHI B iHTEepBaIi BiJ 8 10 24 rOWH Micis 3aCTOCYBaHHS OJHOPA30BOI 103U;
OJTHAK TMICTsl 3aCTOCYBaHHS NEKITBKOX 03 TeEpioj] HAMiBBUBEICHHS MPUOIU3HO
JIOPIBHIOE TIepioly HaMiBBUBEIEHHS 3 TKaHUH. [lepion HamiBBUBEIEHHS 3 TKAHUH —
2-4 nui.

Cexknioasol.

ITicnsa 3acToCyBaHHS BHYTPIIIHBO CEKH1JIA30JI IIBUKO Ta MOBHICTIO aOCOPOYETHCS
3 TpaBHOro TpakTy. biogoctynHicTh craHoBUTH Hpubau3zHo 80 %. CekHimazon
MIPOXOUTH Yepe3 remaTtoeHuedaniunuii 6ap’ep, NpoHUKae B rpyiHEe MOsIoKO. [lepiox
HaMIBBUBEACHHS CEKHIJa30Jly CTaHOBUTh MPHOIM3HO 25 TOJMH, IO JO3BOJISIE
CIPOCTUTH CXEMY ITPUHOMY IIpernapary, 3p0OUBIIH i1 O1IbII 3pYyYHOO [T MALIEHTIB.

DayKoHasoi.

[Ticns mepopanbHOTO 3aCTOCYBaHHA (DITYKOHA307 100pe BCMOKTYEThCS. AOCONIIOTHA
6iomocTynHicTh CcTaHOBUTH mnpubimzHo 90 %. Ilpuifom ki He BIUIMBae Ha
BCMOKTYBaHHS (iaykoHazomy. MakcuManbHa KOHIIGHTpAIliss B IJIa3Mi  KpOBI
nocsraetbest uepe3 0,5-1,5 rogunu. PiBHOBaxkHa koHueHTpamis (Ha piBHI 90 %)
JOCATAEThCS uepe3 4—5 AHIB MpU IpUiioMi OJJUH pa3 Ha JA00Y.

Ilepion HamiBBUBeZECHHS CcTaHOBUTH Hpubau3Ho 30 romuH. Kouuenrtpamis
¢bnykoHazony B miia3mi mpomopuiiiHa g03i. O6’eM po3noaiuny HaOIMKaeTbes 10
3arajlbHOr0 BMICTY BOJM B Oprasi3mi. 3B’A3yBaHHs 3 OUIKaMM IUIa3MU € BiTHOCHO
Hu3bkuM (11-12 %).

dnykoHa30J1 100pe NMPOHUKAE B YC1 PIIUHM OpraHi3My. PiBHI mpenaparty B CliuHI Ta
MOKpPOTHHHI Taki » caMi, sIK 1 KOHIeHTpauis Horo B Iuia3Mi KpoBi. Bucoki
KOHIIEHTpaLii (pJIyKoHa301Ty B ILIKipi, BUII 32 CHPOBATKOBI MOKA3HUKH, TOCATAIOTHCS
B pOroBOMYy Iuapi, Iiapi emijepmic-epmMa 1 B MOTOBUX 3ano3ax. DiykoHas3on
HAKOMUYYETHCS B POrOBOMY IIapi HIKIpH.

®dyKoHa30J1 BUBOIUTHCS, TOJIOBHUM YHHOM, HUpKaMu. [Tpubnuzno 80 % BBeneHoi
7031 BHMBOJMTHCSA 13 cedero y He3MiHeHoMy Burisai. Kiipenc ¢umykonazony
MPONOPUIHHUHI KITIPEHCY KpEeaTHHIHY.



[Mupkymorodi MetaboniTH He BcTaHOBJeHI. [lepioa HamiBBHBEIEHHS 3 IJIa3MH
CTaHOBUTH NMpUOIN3HO 30 rOAMH.

[TomoBxeHuit mepioa HAMIBBUBEICHHS 3 IJIa3MU € OCHOBOIO MalloJ030BOI Tepartii
BariHaJbHUX KaHIAI031B.

Dapmakokinemuuni napamempu ryKoHA301y 8 0CiO NIMHbO20 BIKY.

B oci6 Bikom moHag 65 pokiB (apMaKOKIHETMYHI MapaMeTpu Iello BUIL, HIX
3apeecTpoBaHi y MoJoAuX. BiMiHHICTD HaKOMUYEHHS (PIYKOHA307y B MALlI€HTIB
JITHBOTO BiKYy MOB’s13aHa 31 3HWKEHUMH TIOKa3HUKAMU HUPKOBOI (YHKILIT y XBOPUX
1i€1 BIKOBOI KaTeropii.

Kuiniuni XapakTepucTUKH.
Ilokasannus.

JlikyBaHHS 3aXBOPIOBAaHb, CIPUYMHEHUX YYTIUBOIO JO Mpernapary 3MIIIaHO0
MIKpo(IOpOI0, IO MEepeNaroThCsl CTaTEeBUM HUIAXOM (rocTpuil Hecmenu(iuHuii
YPETPUT, UEPBILUT, KOJIBIIIT, BariHiT).

IIpomunokaszanna.

[ligBuinena 1HAMBIAyaJbHA YyTIWBICTh [0 a3UTPOMILIMHY, CEKHIZa301y,
¢nykoHa3omy Ta IHIIMX MOXITHUX HITPOIMiZa30iy, a3oiy, EpUTPOMILMHY,
MakKpOJiJHUX 200 KETONIIHUX aHTUOIOTHKIB, a TAKOXK 0 OYyIb-SIKUX TOTOMIXHHUX
pPEUOBHMH, WIO0 BXOIATh MO CKJIaxy mnpemapary. OpaHouacHe 3acTOCYBaHHS
¢bi1yKoHa30:1y 3 IHIIMMHU JIKapChbKUMU 3aco0aMHu, 110 MOJOBXYIOTh iHTepBas QT ta
MeTalomi3yoThes 3a jgomnomoroio ¢epmenty CYP2A4 (mampuxian mu3anpuuy,
acTeMizonly, MIMO3UAY, XIHIAMHY Ta epUTpoMiluHy). OJHOYAacHE 3aCTOCYBAaHHS
¢nykonazony Ta TepdeHaaMHy Nali€HTaM, SKi 3aCTOCOBYIOTH (PIIyKOHA30JI
6araropazoBo y n1o3ax 400 mMr Ha 700y Ta BHIIE (3T1IHO 3 pe3yJIbTaTaMu JOCITIKEHb
B3a€MO/Iii 6araTopazoBOro 3aCTOCYBaHHA).

OnHouacHe 3aCTOCYBaHHS a3UTPOMILMHY 3 MOXITHUMHU PIKKIB (4epe3 TeOpeTHUHY
MO>KJIMBICTh BUHUKHEHHS €proTU3MY).

[TaTonoriuni 3MiHK 3 60Ky (GOpMyJIH KpOBi (BUpaXKeHA JIEHKOIEHIs), y TOMY YHCII
B aHaMHe3i. ['ocTpi mopyIieHHsI MO3KOBOTIO KpOBOOOITY, MapKiHCOHI3M, JeNpecis,
TSOKKI MOpYIIEHHA (QYHKUIi MeYiHKH, JAMOi03, OpraHiuHi 3axXBOPIOBAHHS

neHtpaibHoi HepBoBoi cuctemu (LTHC).

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63a€mMo0iil.

Asumpomiyun



Crain 3 00epeXHICTIO NpHU3HAYaTH Aa3UTPOMILMH MAaLi€HTaM pa3oM 3 IHIIMMHU
npernaparamH, ki MOXKyTb 10JJ0BXKyBaTu iHTepBan QT.

Aumayuou: TpU BHUBYEHHI BIUIUBY OJHOYACHOTO 3aCTOCYBAaHHS AaHTALUIIB Ha
(bapMakoOKiHETUKY  a3UTPOMILMHY 3arajoM HE CIocTepiraiocss 3MiH Y
61010CTYITHOCTI, X04a IJ1a3MOBI MIKOBI KOHLEHTpAI[l a3UTPOMILIUHY 3MEHIINIUCS
Ha 30 %. A3UTpOMIIIMH HEOOXIHO NMPUIIMaTH MPUHAKMHI 3a 1 roguHy 10 a0 uepes
2 rOJMHH TicIis NPUHOMY aHTaLUIY.

Kapbamaszenin: 'y nocmikeHHi (HapMaKOKIHETMYHOI B3aeMOAIl Yy 3I0pOBHX
JIOOpOBOJIBIIB A3UTPOMIIIMH HE BUSBUB 3HAYHOIO BIUIMBY Ha IUIa3MOBI piBHI
kapOamaszeniny abo Ha Horo akTUBHI MeTaboIIITH.

Luknocnopun: neski 31 CIOPIAHEHUX MAKPOJIIJIHUX AHTHOIOTHKIB BIUIMBAIOTh HA
MeTa0oi3M IUKIOCTIOpUHY. OCKUIBKH HE OyJI0 MPOBEAeHO (apMaKOKIHETUYHHX 1
KIIHIYHUX JOCHIDKeHb MOXIIUBOI B3a€MOJii NpPH OJHOYACHOMY MpUHOMI
a3UTPOMILIMHY 1 IIUKJIOCTIOPUHY, CIIiJ] PETEeIbHO 3BAXKUTU TE€PAIEBTUYHY CHUTYALII0
710 IPU3HAYEHHS OJIHOYACHOTO MPUHOMY IUX JiKiB. SIKIII0O KOMOIHOBaHE JIIKyBaHHS
BBAXKAE€THCS BUIPABJIAHUM, HEOOX1IHO MPOBOJUTH PETEIbHUIA MOHITOPUHI DIBHIB
IUKJIOCIIOPHUHY 1 BIIOBITHO PETYJIIOBATH JJO3YBaHHS.

Kymapunosi anmuxoazynsanmu: TOBITOMIISUIOCS NPO MiJABHILEHY TEHIEHIIO 10
KPOBOTEY Yy 3B’5I3KYy 3 OIHOYACHUM 3aCTOCYBaHHIM a3UTPOMIIIMHY Ta Baphapuny ado
KyMapuHOIOIOHUX TNEepOpalbHUX AaHTUKOAryisHTiB. HeoOXigHO KOHTPOJIOBATH
IpOTPOMOIHOBHH Yac.

Juzoxcun: OBIIOMIISIIOCS, 1110 Y JESKUX MAIlEHTIB MeBHI MAaKPOJIiIHI aHTUO10TUKU
BIUIMBAIOTh Ha MeTalboJli3M JMIOKCHMHY B KHIIEYHUKY. BiamoBigHO y pasi
OJTHOYACHOT'O 3aCTOCYBAaHHS a3UTPOMILMHY 1 JUTOKCHHY Tpeba mam’sTaTH Ipo
MO>KJIMBICTh TMIiJBUIIEHHS KOHLEHTpAIill TUTOKCUHY 1 NPOBOAWTH MOHITOPHUHT
PIBHIB IUTOKCUHY.

Memunnpeonizonon: y NOCHiKeHHI (hapMaKOKIHETHYHOI B3a€MOJIl y 310pOBHX
JIOOpPOBOJIBIIB A3UTPOMILIMH HE BHSIBHB 3HAYHOTO BIUIMBY Ha (DapMaKOKIHETHUKY
METHJIIPEAHI30I0HY.

Tepghenaoun: y QapMakOKIHETUYHUX JOCIIDKCHHSIX HE TMOBIIOMIISIIOCS TPO
B3a€EMOJIII0 MK a3UTPOMIIMHOM 1 TepdeHaauHoM. SIK 1 y BUMAAKY 3 IHIIUMH
MakpOJiTHUMH aHTHOIOTHKAMH, a3UTPOMILIMH HEOOXiIHO 3 00epekHICTIO
MpU3HavYaTy B KOMOiHaIi{ 3 TepheHaTMHOM.

Teoginin: a3uUTPOMILMH HE BIUIMBAaE Ha (PapMAKOKIHETUKY TeoQuliHy NpHU
OJTHOYACHOMY MpPUHOMI a3UTPOMILUHY 1 T€O(UIiHY 3M0pPOBUMH JTOOPOBOJBISIMH.
KombinoBane 3actocyBaHHs Teo(]iIiHYy Ta IHIIUX MAaKPOJIiIHUX aHTHOIOTHKIB 1HOAI
MPU3BOIMIIO JI0 MiIBULIIEHUX PiBHIB T€O(IIHY B CHPOBATIIl KPOBI.

3uooeyoun: ogHopazosi go3u 1000 mr ta 6aratopazosi go3u 1200 mr abo 600 mr
a3UTPOMILIMHY HE BILUTMBAJIM HA IJIa3MOBY (papMaKOKIHETUKY Ta BUIUICHHS 3 CEUYEIO



3UJIOBYAMHY 200 HOro IIIOKypOHITHUX MeTabomiTiB. OHAaK NPUHOM a3UTPOMILIMHY
MiABHIYBaB KOHIEHTpalii (pochopmiibOBAaHOTO 3UAOBYIMHY, KIIHIYHO aKTHBHOTO
MeTaloJIITY B MOHOHYKJIeapax y nepudepruuHomy kpoBooobiry. KiiHiuHa 3HaUyIiCTh
IIUX JaHUX HE 3’sICOBaHa.

Juoanosun: pu 0OJHOYACHOMY 3aCTOCYBaHHI 1000BHX 703 1200 M a3uTpoMilMHY
3 JIUIAHO3MHOM He OyJ0 BHUSBJICHO BIUIMBY Ha (DPapMaKOKIHETHKY IHJIAHO3UHY
MOPIBHSHO 3 TU1ane6o.

Pugabymun: oqHodacHe 3aCTOCYBaHHS a3UTPOMILUHY 1 pudaOyTUHY HE BIUIMBAJIO
Ha IUIa3MOBI KOHLEHTpalii nux mnpenapatiB. Heirpomnenis cnocrepiramacs y
MAII€HTIB, K1 MPUIMAaIN OJJHOYACHO a3UTPOMILIUH 1 prudaldyTrH. Xoya HEUTpONEeHis
OyIa OB’ s13aHa 13 3aCTOCYBaHHAM pupadyTHHY, IPUUMHHUHN 3B’ SI130K 3 OTHOYACHUM
NPUHOMOM 3 a3UTPOMILIMHOM He OYB BCTAaHOBJICHUH.

Henghinasip: 3actocyBaHHA Hel(iHABIpYy CIPUUYUHSIE 30UTBIICHHS KOHIIEHTpALiH
a3UTPOMILIMHY Y CHPOBATIl KPOBi. Xouya KOPEKLis 03M a3UTPOMILMHY MPH HOro
OJTHOYaCHOMY 3aCTOCYBaHHI 3 HeJI(iHABIpOM HE PEKOMEHAYETHCS, € BUIPABJAHUM
peTeabHUN MOHITOPHHT BiIOMHUX MOOIYHUX €PEKTIB a3UTPOMILIUHY.

Iloxioni pidxckie: 3 OISy HAa TEOPETUYHY MOKJIMBICTh BUHMKHEHHS €proTH3MY,
OJTHOYACHE 3aCTOCYBAaHHS a3UTPOMILIMHY 3 OX1THUMH PLKKIB HE PEKOMEH Iy €ThCSI.

Edghasipeny: oqHodacHe 3aCTOCYBaHHS 0JJHOPa30Boi 103U azutpoMinuHy 600 mr 1400
Mr edaBipeHily LIOJICHHO MPOTATOM 7 IHIB HE CHPUUYMHSIO OYyIb-IKOi KIIHIYHO
CYTT€BOI (papMaKOKIHETUYHOT B3a€EMOII.

Inounasip: ogHOYACHE 3aCTOCYBAaHHS OJHOPA30BO1 103U azuTpominmuy 1200 mr He
CIPUYMHSE CTATUCTUYHO JTIOCTOBIPHOTO BIUIMBY Ha (papMaKOKIHETHUKY 1HIMHABIpY,
KU npuiiMatoTh y 1031 800 mr 3 pas3u Ha 100y MPOTATOM 5 JHIB.

Cundenacghin. Y 3BUYaWHUX 30pOBUX JOOPOBOJBIIB 4YOJIOBIHOI CTaTi HE OYJ0
BUSIBJICHO BIUIMBY asuTpoMiuuHy (500 Mr Ha 100y mpotaroM 3 1HIB) Ha 3HAYCHHS
AUC 1 Cpynx cungenadiny abo Horo 0CHOBHOTO IUPKYITIOIOYOT0 METa0O0MTITY.

Tpumemonpum/cynvpamemorxcazon.  OgHOyacHEe  3aCTOCYBaHHS  TOJBIMHOL
KOHIEHTpaLli TpuMeronpumy/cyiabpamerokcazony (160 mr / 800 mr) ynpoaosx 7
IHIB 13 a3uTpomimHoM 1200 Mr Ha 7-My 100y HE BIUTMBAJIO CyTTEBO HA MaKCUMaJIbH1
KOHIICHTpaIllii, 3arajbHy €KCIO3UIIII0 a00 €KCKPEIlII0 13 CEUC0 TPUMETONPUMY abo
cyib(aMeTokca3ony. 3HAUeHHsI KOHLIEHTpAlliil a3suTpOMIIMHY B CHPOBATI KpPOBI
BI/IMOB1/1aJTK TAKUM, SIKi CIIOCTEPITrajnCs B IHITUX JTOCIIPKCHHSIX.

Bigomo, mo MakpomigHi aHTHOIOTHKH BCTYMAalOTh y PEAKI[I0 3 acTeMi30JI0M,
TpHA30JaMOM, Miza301amMoM 1 aib(heHTaHuToM. OCKUIBKH JAHUX TTPO B3aEMOJIII0 MK
a3UTPOMILIMHOM 1 3a3HAYEHMMH BHIIE 3aco0aMu HeMae, pPEKOMEHIY€EThCs
3MIMCHIOBATH PETENIbHUM HArJsi  3a TallleHTaMu, SKIIO 11 [pernaparu
3aCTOCOBYIOTHCSI OJTHOYACHO.



[Tpo BIIIMB a3UTPOMILIMHY Ha PiBHI IMMETHAMHY B KPOBI HE MOBIAOMIISIOCS.

Ha BimMiHy Bif OUTBIIOCTI MakKpOJiTHUX AHTUOIOTHUKIB a3UTPOMIIMH HE YHHUTH
BITUBY Ha nutoxpoM P450, 1 Ha 11eii yac He HaIXOIMIIO JaHUX PO B3aEMOJIII0 MiX
a3UTPOMILIMHOM 1 3a3HAYCHUMU BUIIIE MpenapaTaMu.

CexHnioason

Aumukoacynanmu. CEKHIAAa301 MPHU OJHOYACHOMY 3aCTOCYBAaHHI IOCHIIIOE IO
HENpSAMUX aHTHKOATYJISIHTIB (MOXIIHUX KyMapuHy Ta IHAAHIIOHY), HiJABHUIIY€ETHCS
PHU3UK BUHUKHEHHS KPOBOTEY.

Hucynoghipam:  cymicHUE TpUOM 13 CEKHIZA30J0M MOXE CHPUYMHATH
napaHoiabHI peakiii Ta MCUX03H.

Anko2onb: MOEHAHHS 3 AIKOT0JIEM CIIPUUYMHSIE CUMIITOMU JUCYIIb(ipaMonoaioHoi
peaxiiii (crma3mMu y )KUBOTI, HYJI0Ta, OJIOBaHHS, TOJOBHUHN Oiib, IPUILIUB KPOBI 10
00JIMYYs1), MOKJIMBI JIeNipi03HI Hamau Ta 3a1aMOPOYEHHS.

Ipenapamu nimito: IpA OTHOYACHOMY 3aCTOCYBaHHI 3 CEKH1a30JI0M ITiIBUIIYETHCS
KOHIIEHTpAIIis JTITIIO B TJIa3Mi KPOBI.

Heoenonapusyioui miopenaxcanmu (6exypouito 6pomio): HE PEKOMEHIY€ETHCS
MOETHYBATH 3 CEKHITa30I0M.

Amoxcuyunin: TPU OAHOYACHOMY 3aCTOCYBAaHHI 3 CEKHIJA30JIOM ITiJIBUILYETHCS
aKkTUBHICT, 10n0 Helicobacter pylori (aMOKCHULIMIIH TPUTHIYYE PO3BUTOK
PE3UCTEHTHOCTI).

DayKoHasoi.

[IpoTunokazaHo cymicHe 3acTOCyBaHHS (IyKOHA30Jly 3 HIDKUe3a3HAUCHUMHU
JKapChbKUMHU 3aCO0aMH.

Luzanpuo: NoBiIOMIISIIOCS PO PO3BUTOK MOOIYHUX peakliil 3 00Ky cepls, y TOMY
YHCIIl PO MapOKCHU3MaJIbHY IUTYHOUYKOBY TaxXiKapilo TUIY «IipyeT» Y Malli€HTiB,
SKI OJIHOYACHO 3aCTOCOBYBAJIHM (DIYKOHA30J7 Ta LU3ampuia. Y KOHTPOJIbOBAHOMY
JOCIIJKeHH1 oiHOuacHe 3acTocyBanHs 200 mr durykonasouny 1 pa3 Ha 100y Ta 20 Mr
u3anpuay 4 pasu Ha 100y MPU3BOJMIIO 10 3HAYHOTO MMiABUILEHHS PiBHA LIU3ANPHUILY
y miaa3Mi KpoBi Ta 10 mopoBxkeHHs iHTepBany QT. OnHouacHe 3acTOCyBaHHS
¢biryKkoHa3011y Ta MU3anpuay NpoTunokasane (AuB. po3ain «IIpoTumnokazanusy).

Tepgpenaoun: yepe3 BUNMAAKU PO3BUTKY TKKUX CEPLEBUX apUTMIil, CIPUUYMHEHUX
nojgopxkeHHsAM iHTepBaty QTc, y mamieHTiB, $Ki 3aCTOCOBYIOTh a30JbHI
IPOTUTPUOKOBI JIIKAPChKi 3aCO0M OAHOYACHO 3 Tep(eHaauHOM, Oy NpOBEICHI
JOCIIJKeHHST B3a€MOJII LIMX IpenapariB. Y XOIi JOCHiIKEHb MPH 3aCTOCYBaHHI
¢bnykonazony y 1031 200 Mr Ha 100y He OyJ10 BUSIBICHO OJOBXKEHHS iHTepBairy QT.
IHme pociikeHHs Mpu 3acTocyBaHHI (urykoHa3ody y no3ax 400 mr ta 800 Mr Ha



100y IpOIEMOHCTPYBAJIO, IO 3aCTOCYBaHHs (IyKoHa30idy y fo3ax 400 mr Ha 100y
a0o BuIlle 3HAYHO MiBUILYE piBEHb Tep(eHaaAnHy y Mma3mi KpoBi IpU 0THOYACHOMY
3acTOCyBaHHI X npemnapatiB. CyMmicHe 3acTocyBaHHS (urykoHazony y po3ax 400
Mr abo Buile 3 TepdeHaauHOM mpoTHIoKazaHe (AuB. po3ain «IIpoTunokazanus»).
ITpu 3actocyBanHi (iaykoHazony y no3ax Hmwkde 400 mr Ha 100y OAHOYACHO 3
TepdeHaaMHOM CITiJl IPOBOJUTH PETEIbHUI MOHITOPUHT CTaHy Malli€HTa.

Acmemizon: CyMiCHE 3aCTOCYBaHHSA (DIyKOHA30Jly Ta acTEMI30ily MOXKe 3HM3UTHU
KiipeHc actemizony. CrnpUdyMHEHE MM MiJBUIICHHS KOHLIEHTpALii acTeMi3ony y
IU1a3Mi KpOBI MOXK€ NPHU3BECTH N0 MoJoBKeHHS iHTepBany QT, y piakicHuX
BUMAJKaX — JO0 MapOKCU3MAIbHOI IIIYHOUKOBOI Taxikaplii TUIY «IipyeT».
OnHouacHe 3acTocyBaHHA (hIyKOHA30Iy Ta aCTEMi30J1y IMPOTUIIOKA3aHE.

Amiooapon: oOIHOYACHE 3acTOCYBaHHsS (UIYKOHA30Jly 3 aMiOJIapOHOM MOXe
MPU3BECTHU 10 MPUTHIUYEHHS MeTabomi3My amionapoHy. CrioctepiraBcs 3B’ 130K MiXk
3aCTOCYBaHHAM aMioJapoHy Ta moAoBkeHHsAM iHTepBany QT. OpnouacHe
3acTOCYBaHHA (DIyKOHA30J1y Ta aMioJJapOHy MPOTUIIOKA3aHE.

ITimo3u0 ma XxiniOoun: CyMicCHE 3acTOCyBaHHA (IIyKOHA30J1y Ta miMo3uay abo
X1HIIUHY MO€ IPU3BOAMTH JI0 IPUTHIUYEHHS MeTa0o0i3My MIMO3HULy a0 XiHIAUHY,
X04a BIMOBIIHUX AOCTIKEHb in Vitro Ta in vivo He npoBoawnu. [liaBuineHHs
KOHIIEHTpalii mimMo3uay alo XiHIAUHY Y IUIa3Mi KpOBI MOXKE CIPUYUHATH
nojosxkeHHs iHTepBany QT, y piAKiCHMX BUMNAIKax MNPU3BOAUTH 10 PO3BUTKY
NapOKCU3MaJIbHOI — IIITYHOYKOBOi  Taxikaphii Tumy «mipyer». OpjHouacHe
3acTOCyBaHHA (DIIyKOHA30Iy Ta MIMO3HLy a00 XiHIJMHY MPOTUIIOKA3aHE.

Epumpomiyun: onHOYacHe 3aCTOCYBaHHS €pUTPOMILMHY Ta (IIyKOHA301Iy
MOTEHIIIHO MiIBUIILY€ PU3UK PO3BUTKY KapJIOTOKCHYHOCTI (TT0I0BXXEHHS IHTEpBaITY
QT, mapokcu3ManbHa MUTYHOUKOBA TaXiKap/is TUIY «IipyeT») Ta, sIK HaCJIiJOK, 10
panToBoi cepueBoi cMmepTi. 3acToCyBaHHS KOMOIHAIl IMX JIKapChKUX 3aco0iB
MIPOTHUIIOKA3aHE.

He pekoMeHIyeThCsl OMHOYACHE 3aCTOCYBAHHS (DIVKOHA30JY Ta HUKUYE3a3HAUCHUX
JIIKapCHKUX 3aCc00iB.

Tanogpanmpun: QiryKoHA30l MOXKE CHPUYMHUTH MiJBUILEHHS KOHIEHTpALii
rajoanTpuHy y miuasmi KpoBi 3a paxyHok npurHiyeHHs CYP3A4. OpnouacHe
3aCTOCYBaHHA IIMX JIIKApChKUX 3ac00iB MOXE MIJBUINUTH PHU3UK PO3BUTKY
Kap/10TOKCUYHOCTI (momoBxeHHs iHTepBany QT, mapokcu3mainbHa IITYHOYKOBA
TaxiKapAis THIIy «IIipyeT») Ta, K HacIil0K, 0 pantoBoi cepreBoi cMmepti. Ciig
YHHUKATH 3aCTOCYBaHHS KOMOiHaMIi TUX JTiKapChKUX 3ac00iB.

CywMmicHe 3acTocyBaHHS (DJIYKOHA30JY Ta HWKYE3a3HAYEHUX JIKAPCHKUX 3ac00lB
BUMAarae 00epeKHOCTI Ta KOPUT'YBAHHS JO3H.

Bnaue inwux nikapcokux 3aco6is Ha yKoHA301L.

JlochimkeHHsT B3a€MOJIi MPOAEMOHCTPYBANIM, IO OJHOYACHE BXKMBAHHA 1Xi,
3aCTOCYBAaHHS IMMETUANHY, aHTALIUIiB 200 M0/1ajIbIlIe OMPOMIHEHHSI YChOTO TiJa AJIs



nepecagkd KICTKOBOTO MO3KY HE Ma€ KIIIHIYHO 3HAYyNIOTO BIUIMBY Ha aOCopOIlio
(baykoHa30Iy IpU HOTO MEpOpaATHbHOMY 3aCTOCYBaHHI.

liopoxnopomiasud: 'y nociipkeHHI (hapMaKOKIHETHYHOI B3a€MOJIl OJIHOYAcHE
OaraTokpaTHe 3aCTOCYBaHHS TiIPOXJIOPOTia3uay y 310pOBHUX JOOPOBOJIBIIB, SKi
OoTpuMyBaJIM (PIIyKOHA30JI, MiJABHUILYBAJO0 KOHLEHTpALilo (iayKoHa3zony y IUia3Mi
kpoBi Ha 40 %. Taki mapameTpu B3a€EMO/1ii HE BUMAraroTh 3MiH y PEXHUMI J03yBaHHS
(iyKoHa30:1y /17151 MALEHTIB, SKI OTHOYACHO OTPUMYIOTh CEUOTiHHI 3aCO0M.

Pugamniyun: onnouacHe 3acTtocyBaHHS —(iaykoHazony Ta  pudaMminuHy
3MEHIIyBAJIO IUIOLTY Il KpHUBOK «KoHIeHTpauids — 4dacy (AUC) nHa 25 % Ta
CKOpOYYBaJiO TepioJ HamiBBUBeIeHHs ¢uiykoHazony Ha 20 %. Tomy ciuin
PO3MIISIHYTH JOUIIBHICTh MIABHILEHHS J03M (IIyKOHA30Jly JJsl TAlLi€HTIB, SKi
3aCTOCOBYIOThH pU(aMIIIIHH.

Bnnue ¢nyxonazony na inwi nikapcoki 3acoou.

®dnyKoHa3011 € MOTYKHUM 1HTi6iTOpoM 130depmenty 2C9 muroxpomy P450 (CYP)
ta noMipHuM iHri6iropom CYP3A4. Takox ¢ykonaso:n € inridiropom CYP2CI19.
Oxpim crocTepeKyBaHUX/ JOKYMEHTAIBHO IMiITBEPIKEHUX B3a€MO/IiH, 110 OMUCaHi
HIDKYE, IPH OJJHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JI0M i1CHY€ PU3UK M1 ABUILICHHS
y TUIa3Mi KpOBI KOHIIEHTpALil 1HIIMX CHOJYK, 1o meradomisytorees CYP2C9 Ta
CYP3A4. Tomy 3acTocoByBaTH Taki KOMOIHAIlii MpenapariB CiliJl 3 00EpekHICTIO;
OpU [bOMY HEOOXiTHO peTeNbHO CIIocTepiraTM 3a CTaHOM  TAlli€HTIB.
[TpurniuyBanpHa Jist (pIyKOHa30dy Ha GepMeHTH 30epiraeTbesi NpoTaroM 4-5 mibd
micJis Horo 3aCTOCYBaHHS y 3B 3Ky 3 HOrO TPUBAJIMM IEPi0IOM HAIiBBUBEACHHS.

Anvghenmanin: mig yac OAHOYACHOTO 3aCTOCYBaHHA anb(eHTaHUTy y 1031 20 MKI/KT
Ta (i1yKoHa3011y y 1031 400 MT 310pOBUM JOOPOBOIBIISIM CIIOCTEPIraIoCst IBOKpATHE
30umbmenHs AUC;py, moxumBo depe3 iHrioyBanus CYP3A4. Moxe Oytu

HEOOX1IHUM KOPUTYBaHHS /103U alb(QEHTAHLTY.

Amimpunmunin, Hopmpunmuiain: (IYKOHA30JI TOCWIIOE IO aMITPUNTHIIHY Ta
HOPTPUNTUIIIHY. PeKoMeHAyeThCs BUMIPIOBATH KOHIEHTpALl S-HOPTPUNTUIIHY
Ta/abo S-aMITpUNTUIIIHY Ha MOYaTKy KOMOIHOBaHOI Tepamii Ta yepe3 1 TxkIeHb. Y
pa3i HeoOX1AHOCTI CJI1J] BIAKOPUTYBATHU J03Y aMITPUIITUIIHY/HOPTPUITUIIIHY.

Amgpomepuyun B: sx cBiguaTh AaHl JOCIHIJDKEHb, OIHOYACHE 3aCTOCYBaHHS
(daykoHazomy Ta aM(OTEPUIIMHY MPHU3BOAMIO IO TAKUX PE3yJIbTATiB: HEBEIUKUN
aIUTUBHUNA mnpoTurpubkoBuil edekr npu cuctemuit iHgekuii C. albicans,
BIJICYTHICTb B3aeMOJii TNpu BHyTpilIHbouepenHiil iHdekuii Cryptococcus
neoformans Ta aHTaroH13M JBOX IpernapaTiB MPU CUCTEMHIN 1HEKIIT A. fumigatus.
Kiiniune 3Ha4eHHS pe3yJIbTaTiB, OTPUMAHUX Y XO/I1 JOCIIKEHb, HEBIIOME.

Anmukoaeynaumu. SK 1 TPHU 3aCTOCYBAHHI 1HIIUX a30JIbBHUX NPOTHUTPUOKOBHX
3aco0iB, MpH OJHOYACHOMY 3acTOCyBaHHI (QuiykoHa30ily Ta BaphapuHy
MOBIAOMJISUIOCS. PO BMIIAJKU PO3BUTKY KpOBOTEY (remMaTroM, HOCOBOi KpOBOTEUI,
IUTYHKOBO-KMIIKOBUX KpOBOTEY, TIemarypii Ta MeJeHH) Yy MO€JHaHHI 13



MOJIOBXKEHHAM  MpoTpoMOiHOBoro wyacy. Ilpu oxHOouacHOMY 3acTocyBaHHI
¢ykoHa3o1y Ta BapdapuHy CriocTepiranocs miABUIECHHS IPOTPOMOIHOBOTO Hacy y
2 pa3u, HMOBIPHO BHACIIIJIOK IPUTHIYEHHS MeTaboi3My Bapdapuny uepez CYP2C9.
Crin perenabHO KOHTPOJIIOBATH MPOTPOMOIHOBHM 4Yac y MAIli€HTIB, SKI OJAHOYACHO
3aCTOCOBYIOTh KyMapHHOBI aHTHKOAryJsSHTH. Moske OyTH HEOOXiTHOIO KOPEKIIis
1034 Bap(apuHy.

benzooiazeninu kopomkoi 0ii, nanpuxnad mioazonam, mpuazonam: TPU3HAYEHHS
¢bykoHa30My micas MEpOpalbHOTO 3aCTOCYBaHHS MiAa3oiaMy MPHU3BOIWIO 0
3HAYHOTO MiIBUILIIEHHS KOHIIEHTpallii MiJla30j1aMy Ta A0 HOCUJIEHHS ICUXOMOTOPHUX
edexTiB. OqHOYAaCHE 3aCTOCYBaHHS (uiyKoHazouy y 1031 200 Mr Ta Migazoinamy y
no3i 7,5 wmr mepopaibHO mnpuszBoauio g0 miaBumeHHs AUC Tta mepiony
HamiBBUBeAEHHS y 3,7 Ta 2,2 pa3a BilNmoBiHO. 3acToCyBaHHS (hIyKOHA30Iy y 7031
200 mr/no6y ta 0,25 Mr TpraszonaMy nepopanbHO IpU3BOANIIO 10 mifBuieHHs AUC
Ta nepiogy HamiBBUBeAeHHs y 4,4 Ta 2,3 pasza BiamoBigHo. [Ipu ogHOouacHOMY
3aCTOCYBaHHI (DIYKOHA30Jy Ta TpHa30jaMy CIIOCTEpIiraiocsl MOTEHILIIOBAHHS Ta
IIPOJIOHTAIlis €(PeKTiB TpHUasozamy.

SIKIIo malieHTy, SKUA OTPUMYBAB JIKyBaHHS (DIyKOHA30JIOM, CIiJl OJIHOYACHO
NPU3HAYUTH Tepamito OeH30iia3emiHaMu, 03y OCTaHHIX CJiJ 3MEHLIMTH Ta
BCTaHOBUTH HAJIEKHHUM HATJIs/1 32 CTAHOM IAIIEHTA.

Kapbamaszenin: $pinykoHa301 npurHiyye MeraboiizM kapbamaserniny Ta COpU4YHHSE
MiABUILIEHHS piBHSA KapOamaszemiHy y cupoBaTii kpoBi Ha 30 %. IcHye pusuk
PO3BHUTKY IPOsIBIB TOKCUYHOCTI 3 OOKy KapOamasemniny. Moxke OyTu HEOOXiTHUM
KOpUT'YBaHHS J103M KapOamasemiHy 3aJie)kKHO BiJl piBHSA MOro KOHIEHTpauii Ta Aii
npernapary.

Bnoxamopu kanvyiesux kananig: NesiKi aHTarOHICTH KaNbIIi0 (HiQeauIliH, iCpauTiH,
amJIouMiH Ta ¢enoauni) meradbomnizyorscs Gpepmentom CYP3A4. dmykonazon
MOXK€ TMiJBUIIYBATH CHUCTEMHY EKCIIO3MIII0 OJOKATOpIB KabI[i€BUX KaHAIIB.
PexoMenoBanuii peTenbHUIl MOHITOPUHT IIOJI0 PO3BUTKY MOOIYHHUX PEaKIIii.

L]enexoxcub: pu OTHOYACHOMY 3acTOCyBaHHi (mykonazony (200 mr Ha 1o0y) i
nenekokcudy (200 mr) Cpa¢ Ta AUC nienekokcuOy migBumryBanucs Ha 68 % ta 134
% BignoBigHO. [Ipy ogHOYACHOMY 3aCTOCYBaHHI IEJIEKOKCHOY Ta (hIyKOHA30Iy
MOXke OyTH HEOOX1THUM 3MEHIIICHHS JI03H 11eJIEKOKCUOY BJIBIYI.

Luxnogocghamio: opgHouacHe 3acTtocyBaHHsA IuKiIOdochaminy 1 ¢irykoHa3ory
MPU3BOAUTD JI0 MiJABUILEHHS PiBHA OLTipyOiHY Ta KpeaTHHIHY B CHUPOBATIIl KPOBI.
I{i mpemapaTu MOXHa 3acCTOCOBYBATH OJIHOYACHO, ajie CIiJ] 3BaKaTH Ha PHU3UK
MJBUIICHHS KOHLEHTpallii 611ipy0OiHy Ta KpeaTHHIHY B CHPOBATLI KPOBI.

@Denmanin: TOBIIOMIISIIOCS TPO OJWH JIETAJbHUW BUMAJOK 1HTOKCHKAIII{
(heHTaHUIOM, MPUUMHOIO KO Moria OyTu B3aemoisa GpeHTaHuTy Ta (IyKOHA30Iy.
Jlo Toro K y JOCHI/DKEHHI 3a ydYacTio 12 370poBUX J0OpOBOJIBIIB OyJii0
MIPOJIEMOHCTPOBAHO, 1110 (PJIyKOHA30J1 3HAYHO YIOBUJIbHIOBAB €JIIMIHALIIIO0 (EHTAHLITY.
[TigBuIeHHs KOHLIEHTpalil (eHTaHUTy MOKe IPU3BECTH /10 IPUTHIYECHHS TUXaHHS,



TOMY CIIiJI peTeIbHO KOHTPOJIOBAaTH CTaH mnamieHta. Moxe OyTH HEOOXiaHOIO
KOpEKLis 1031 (peHTaH1Ty.

Ineioimopu I'MI-KoA-pedykma3su: CyMiCHE 3acTOCyBaHHSA (DIyKOHa30dy Ta
iari6itTopis ' MI'-KoA-penykrasu, mo meradonizytorscsi CYP3 A4 (aropBacTaTtuH Ta
cUMBacTaTHH), abo iHrioiropiB I'MI-KoA-peaykraszu, Imo MeTabomi3yroThes
CYP2C9 (¢pnyBacraTun), NiABHUILY€E PU3UK PO3BUTKY Miomartii Ta padbromionizy. ¥
pa3i HEOOXITHOCTI OJAHOYACHOI'O 3aCTOCYBaHHA LUX IpernapariB CIil peTeiabHO
CIIOCTEpiraTy 3a Mari€eHTOM I0JJ0 BAHUKHEHHs CAMIITOMIB MioTaTii Ta pab1omionizy
1 IPOBOJUTH MOHITOPUHT PIBHS KpEaTMHKIHA3U. Y BUNAJKY 3HAYHOTO IiJBUIICHHS
piBHS KpeaTMHKia3d, a TakKoXX HpU JIarHOCTyBaHHI abo mixo3pi Ha
Mmiomnartito/padaomioniz 3acrocyBanHs iHrioitopis I'MI-KoA-penykrasu chuin
MPUITUHUTH.

ImyHocynpecopu (Hanpukiao YuKioCnOpUH, e8epoiMyc, CUPOLIMYC i MAKPOLIMYC).

Luknocnopun:  (aykoHa30od 3HAYHO MiABHINYe KoHueHTpamito Ta AUC
ukiocnopuny. I[Ipu oqHOwacHOMYy 3actocyBaHHi (irykoHazony y 1031 200 Mr/no0y
Ta LUKIOCHOpPHHY y 031 2,7 Mr/kr/moOy cnoctepiranocs 30utbmeHHs AUC
mukiocnopuny y 1,8 pasza. Lli mpemapatu MokHa 3aCTOCOBYBAaTH OIHOYACHO 3a
YMOBU 3MEHILIEHHS JJ03U HUKIOCTIOPUHY 3aJI€)KHO BiJl HOr0 KOHLIEHTpAITii.

Eseponimyc: xo4ua NOCTIJKEHb in Vitro Ta in vivo He IPOBOAUIH, (IIyKOHA30]I MOKE
MiABHIYBATH KOHILIEHTPALIO €BEPOJIIMYyCY B CHPOBATIII KPOBI Yepe3 MPUTHIUCHHS
CYP3A4.

Cuponimyc: (prykoHa307 MiABHUILY€E KOHIEHTPALIIO CHUPOJNIMYCY Yy IjIa3Mi KpoBi,
HMOBIpHO, IIJISXOM NPUTHIYEHHsT MeTalbomni3zMy cupoiimycy ¢pepmentom CYP3A4
ta P-rnikonporeinom. Lli nmpemapatu MokHa 3aCTOCOBYBAaTH OJHOYACHO 32 YMOBHU
KOPUTYBaHHS JIO3M CHUPOJIIMYCY 3alie)KHO BiJl piBHS KOHLEHTpalii Ta edekriB
npemnapary.

Takponimyc: (IykoHa301 MOXKE MiABHMIIYBATH KOHIEHTpALii TaKpoJIiMyCy B
CHpOBATLi KpoOBI J0 5 pa3iB mpu HoOro mnepopajbHOMY 3acTOCYBaHHI dYepes
NpUTHIYEHHs MeTaboi3mMy Takpoiimycy dpepmentomM CYP3A4 y kumeunuky. [pu
BHYTPIIIHFOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYCYy HE CIIOCTEPIrajiocst 3HaUHUX 3MiH
¢dapmakokineTuku.  [linBumieHi  piBHI ~ TaKpoJIMyCy  acOLUIOIOTbCS 13
HePPOTOKCHYHICTIO. Jl03y TakposiMycy Ui MEpOpajbHOr0 3aCTOCYBaHHS CIif
3HIDKYBATH 3aJI€KHO BiJl KOHIICHTpAIlii TAaKpPOIIMyCy.

Jlozapman: QiykoHa307 MPUTHIYYE MeTaboIi3M J03apTaHy 10 HOro aKTUBHOTO
metabomity (E-31 74), 1m0 00yMOBIII0€ OLIBIITY YaCTUHY aHTAarOHI3MY 10 PELENTOPIB
anrioren3uny Il mix yac 3acTocyBaHHs j03apTany. PekomeHnoBaHO 3ifiCHIOBaTH
MOHITOPUHT apTepialbHOTO TUCKY Y MALlI€HTIB.

Memaoon: GiryKoHa3011 MOKE MiIBULTYBAaTH KOHLIEHTPAIIII0 METAZOHY Y CUPOBATII
kpoBi. [Ipy oxHOUacHOMY 3acTOCyBaHHI MeTafloHy Ta ()IyKOHAa30Jdy MOXKe OyTH
HEOOXITHUM KOPUTYBaHHS /1031 METa/IOHY.



Hecmepoiouni npomuzanansni npenapamu (HI1311): ipu 0oAHOYaCHOMY 3aCTOCYBaHHI
3 paykonazonoMm Cpax Ta AUC ¢ayp0Oinpocdeny nigsuirysanucs Ha 23 % ta 81 %
BI/IMOBIIHO TIOPIBHSIHO 13 BIAMOBIIHMUMH TOKa3HUKAMHU TIPH 3aCTOCYBaHHI TIJIbKH
GbaypO6inpodeny. AHANIOTIYHO TPHU OJHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30y 3
pauemiunuM 10ynpodenom 400 mr Cpax Ta AUC (apmakosnoriuHo akTHBHOTO
i3omepy S-(+)-i0ynpodeny migsumryBanucs Ha 15 % ta 82 % BiAMOBiTHO, TOPIBHIHO
13 BIATIOBITHUMU MTOKA3HUKAMH TIPU 3aCTOCYBaHHI TUTBKHU PalleMIdHOTO 10ynpodeny.

Xoua crenialbHUX AOCHIHKEHb HE IPOBOIMIN, (DIIYKOHA30J MOTEHUINHO 3aTHUI
MiBUITYBaTH cucTeMHy ekcriosuiiro iHmux HIT3I1, mo metabonizyroteest CYP2C9
(HampuKIaag ~ HaNpoOKCEHY, JIODHOKCHKAMy, MEJOKCHKaMy, JMKIO(EHAKY).
PexomMeH10BaHO 3/1MCHIOBATH MOHITOPHHI TMOOIYHUX pEaKLii Ta TOKCUYHUX
nposBiB, noB’s3anux 13 HII3I1. Moxe notpedyBaTucs kopuryBanus no3u HIT3IL

Denimoin: (HIyKoHA30J] MPUTHIYYE MeTa0odi3M (eHITOiHY B neviHmi. OgHovyacHe
OararopazoBe 3actocyBanHs 200 wmr ¢aykonazomy Tta 250 Mr (¢eHiToiHy
BHYTPIITHLOBEHHO NpU3BOIUTH 110 miaBuieHHS AUC,4 denitoiny Ha 75 % Ta Cpip

Ha 128 %. IIpu onHOYacCHOMY 3aCTOCYBAaHHI LIUX JIIKAPCHKHUX 3aC001B CJIiJl IPOBOAUTH
MOHITOPHHT KOHIIEHTpaIlii (DeHITOIHY y CHPOBATIII KPOB1 JUIsl yHUKHEHHSI PO3BUTKY
TOKCHYHOI i1 (eHITOIHY.

IIpeonizon: MOBIIOMIISUIOCS TIPO BUIMAAO0K, KOJIM y TMAI€EHTA MiCIs TpaHCIUTAHTAIlil
MEYiHKY Ha TJIi 3aCTOCYBaHHSI MIPEAHI30HY PO3BHHYJIACS TOCTPa HEIOCTATHICTh KOPH
HA/THUPKOBHX 3aJ103, [0 BUHUKJIA MiCIIS TPUMTUHEHHST TPUMICSYHOTO Kypcy Teparii
baykonazonoM. [IpunuHeHHs 3acTocyBaHHS (DIIyKOHA30Ty, HMOBIPHO, CIIPUIMHHUIIO
nocuineHHs: aktTuBHOCTI CYP3A4, mo mpu3Beno 10 MPUCKOPEHHS MeTabomi3My
npeaHizony. CItiJl peTebHO CTEKUTHU 3a TAIllIEHTAMHU, K1 TPOTSTOM TPUBAJIOTO Yacy
OJTHOYACHO 3aCTOCOBYIOTH (DIyKOHA30J Ta TPEAHI30H, 3 METOK IOMEPEHKCHHS
PO3BUTKY HEJOCTaTHOCTI KOPHM HAJAHUPKOBHX 3aJ03 IICISI TPUITHHEHHS
3aCTOCYBaHHsI ()IIyKOHA30ITy.

Pughabymun: QiykoHazon miABUINYE KOHIEHTpallito pupabyTHHY B CHPOBATII
KpoBi, mo mnpu3BoaAuTh 10 30uabmieHHs AUC pudadbytuny no 80 %. Ilpu
OJIHOYaCHOMY 3aCTOCYBaHHI (IykoHa30y Ta pudaOyTHHY MOBIAOMIISIOCS TIPO
BHITAJIKU PO3BUTOK YBeiTy. [Ipu 3acTocyBaHH1 Takoi KOMOIHAITT JTIKapChKUX 3aC001B
cimijg OpaTH 10 yBar CHMITOMH TOKCHYHOI i1 prudadyTuHy.

Caxeinasip: Quykonasoin niasuirye AUC Ta MakcumalibHy KOHIEHTpaLito (Cpax)
cakBiHaBipy mnpubam3zHo Ha 50 % Ta 55 % BIANOBIIHO 4Yepe3 NPUTHIYCHHS
MeTabomnizMy cakBiHaBipy y neuinni gepmenrom CYP3A4 i uepes inriGyBanns P-
riikonporeiny. B3aemonii Mixk (IyKOHA3070M Ta CakBiHABIPOM/PUTOHABIPOM He
JOCHIJKYBAINCSA, TOMY BOHM MOXYTh OyTH OUIbII BUpaxeHUMH. Moxe OyTH
HEOOXITHUM KOPUTYBaHHS /103 CaKBIHABIpY.

Iloxioni  cynbghoninceuogunu: TPU OJIHOYACHOMY 3aCTOCYBaHHI (DITyKOHA307
MIPOJIOHTY€E TIEPioJ] HaNiBBUBEACHHS MEPOPATBHUX MOXITHUX CYIb()OHIICEHOBUHH
(xnopriponaminy, raibeHKIaMiLy, TIIMi3UAY Ta TOIOyTaMiay) MpH iX 3aCTOCyBaHHI



3I0POBUM JTOOPOBOJIBISIM. PeKOMeHAyeThCsl TPOBOIUTH YaCTUIH KOHTPOJIb IIYPKY B
KPOBI Ta BiJINOBITHUM YWHOM 3HMXKYBATH J03y HMOXiIHUX CYJIb()OHIICEUOBUHHU MPH
OJTHOYaCHOMY 3aCTOCYBaHHI 13 ()IIyKOHA30JI0M.

Teoginin: 'y mnnanedo-KOHTPOIbOBAHOMY JOCHI/KEHHI B3a€MOJIi MpenapaTiB
3acTocyBaHHA (QiykoHazoiry o 200 mr npoTsarom 14 aHiB IPU3BOANIO O 3HHKEHHS
CepeqHbOro KiipeHcy TeodimiHy B Iuia3mi kpoBi Ha 18 %. 3a mamieHTamw, siKi
3aCTOCOBYIOTH TE€O(UIIH y BHCOKMX J03aXx ab0 sKi MarOTh MiABUINEHUN PH3UK
PO3BHUTKY TOKCHYHUX MPOSBIB T€ODUTIHY 3 IHIIMX MPUYUH, CJIiJ{ BCTAHOBUTH HATJISA
1010 BUSIBJICHHS O3HAK PO3BUTKY TOKCHYHOI Iii Teodininy. Teparito ciiJi 3SMiHUTH
IIPU TOSB1 03HAK TOKCHYHOCTI.

Anxanoiou 6apeinky.: xo4da BIAIOBIIHUX IOCHIIKEHb HE MPOBOAMIN, (IIYKOHA3OII,
iiMoBipHO uyepe3 iHrioyBanHs CYP3A4, Moxe CHOPUYMHATH MiABHILEHHS
KOHIIEHTpaLlli aJKajoigiB OapBiHKY y IIa3Mi KpoBi (HampuKiIaa BIHKPHUCTUHY Ta
BIHOJIACTHHY), 1110 MTPU3BOIUTH IO PO3BUTKY HEHPOTOKCUYHUX €(DEKTIB.

Bimamin A: moBimomuanocs, L0 Yy TAali€HTIB, fKI OJHOYAaCHO 3aCTOCOBYBAJU
TPAHCPETUHOEBY KHUCIOTYy (KHCIOTHa Qopma BitamiHy A) Ta (aykoHas3od,
crnioctepiranucs nobiyni peakuii 3 6oky [IHC y ¢dopmi niceBroTymMopy roJ0BHOTO
MO3Ky, IO 3HMK Ticis BigMiHM QurykoHazony. Lli nikapcbki 3aco0u MoXKHa
3aCTOCOBYBATH OJHOYACHO, aje CIij mam’ ATaTH IpO PU3UK BUHUKHEHHS MOOIYHUX
peaxuiit 3 6oky [THC.

Bopukonaszon (ineioimop CYP2C9 ma CYP3A4): onHOYacHe 3acTOCyBaHHS
BOPHUKOHA3011y nepopaibHo (o 400 mr koxHi 12 roguH npoTsarom | aHA, MOTIM MO
200 mr xoxHi 12 roauH npotsarom 2,5 nHs) Ta (iaykoHa3ody nepopaibHo (400 mMr
B MEPIIHiA IeHb, TOTiM 10 200 Mr K0Hi 24 TOAUHH MPOTIToM 4 IHIB) 8 310pOBUM
JIOOpOBOJBISM YOJIOBIYOi CTaTi MpU3BOAWIO 10 MigBUINEHHS Cpa.x Ta AUC;
BOPHUKOHA3011y Y cepeanboMy 10 57 % (90 % II: 20 %, 107 %) ta 79 % (90 % Al: 40
%, 128 %) BinmoBigHo. HeBiioMo, 4 MpU3BOAUTH 3HIKEHHS 03U Ta/a00 4acTOTH
3aCTOCYBaHHS BOPHKOHA30ITy a00 (hIyKOHA30Jy /10 YCyHEHHs Takoro edekty. [Ipu
3aCTOCYBaHHI BOPUKOHA30JTY Micis (hIyKOHA30y CIIiJI TPOBOJIUTU CIIOCTEPEIKEHHS
1010 PO3BUTKY MOOIYHUX €(PEKTIB, aCOLIHOBAaHUX 13 BOPUKOHA30JIOM.

3uooeyoun: puykonazon nigsuilye Cpax 1@ AUC 3unoBynuny Ha 84 % ta 74 %
BiJIMOBIAHO, 110 3yMOBJICHO 3HMKEHHIM KJIIPEHCY 3UI0BYIMHY MPUOIU3HO Ha 45 %
npu Horo nepopaabHOMy 3acTocyBaHHi. [lepios HamiBBUBEACHHS 3UI0OBYIHHY OYyB
TaKoX TMOJOBXKEeHUH mpubmm3Ho Ha 128 % micns 3acTocyBaHHS KOMOiHAMii
¢byKoHa3011y Ta 3UIOBYJHMHY. 3a Malli€HTaMH, SIKi 3aCTOCOBYIOTh TaKy KOMOIHAIIi0
JIKapChKUX 3aco0iB, CIiJ CHOCTEpiraTd MIOAO PO3BUTKY MOOIYHHX pEeakLil,
MOB’S3aHUX 13 3aCTOCYBaHHAM 3HUAOBYIUHY. MOXHA PO3IJSIHYTH JAOLUIBHICTD
3HMKECHHS 1031 3U0BYIUHY.

A3umpomiyun: 'y XOAl JOCTIUKEHb OLIHIOBAIM BIUIMB a3UTPOMILMHY Ta
¢nykoHazonmy Ha (papMakOKiHETUKY OAMH OJHOTO TMpH iX OJHOYACHOMY



NepopaIbHOMY pa3oBOMy 3acTocyBaHHI y fgo3ax 1200 mr ta 800 mr BiAmOBiAHO.
Konnux 3Hauymux GpapMakoKiHETUUHUX B3a€MO/Ii BUSIBIIEHO He OYJIO.

Ilepopanvhi konmpayenmugu.: npyu 0araTopazoBOMy 3aCTOCYBaHHI (IyKOHA3011y Y
1031 50 Mr BIUTMBY Ha PiBE€Hb TOPMOHIB He 0yJ10 BUSIBICHO, TOAI SIK IIPU 3aCTOCYBaHHI
¢nykonazony y no3i 200 mMr Ha no0y cmoctepiraiocs 360iumbmenHs AUC
eTuHinectpanaiony Ha 40 %, neBoHoprecrpeny — Ha 24 %. Lle cBiguuTh Npo TE, LI0
OaratopazoBe 3aCTOCyBaHHS (IyKOHA30Jly y 3a3HAUEHUX J103aX HaBPSA YU MOXeE
BIUIMBATH HA €()EKTUBHICTh KOMOIHOBAHOI'O MEPOPATILHOIO KOHTPALICTITHBY.

Ocobueocmi 3acmocyeanns.
Iepen mouatkoM JikyBaHHs mperapatoM [inexut® HeoOXimHO 3pobutn mocis i
BU3HAYHUTHU YyTIUBICTh MIKpO(IOPH 10 penaparis, M0 BXOJATH O HOTO CKIaLy.

XBopi 3 iHQEKIIHHIME ypeTpUTaMH Ta IEPBILUTAMU TIEpe]] TOYATKOM JIIKYBaHHS

npemnaparom inexut®

cudimicy.

MOBHHHI TPOWTH BIMOBIJHI CEPOJOTiYHI TECTH OO

AzumpomiyuH.

Anepeiuni peaxyii. Sk 1 y BUNAAKy 3 PUTPOMIIIMHOM Ta IHITUMH MaKpOJIiTHUMHU
aHTUOIOTUKAMH, TOBIJOMJISUIOCS TIPO PIJIKICHI CEpHO3HI amjepriuHi peaxiii,
BKJTIOYAIOUM aHT1IOHEBPOTUYHHUN HAOPSK Ta aHadinakcito (y TMOOTUHOKHUX BUMAIKAX
— 3 JICTAJILHUM HAacHinKoM). JlesKki 3 IuX peakiiid, CIPHYNHEHUX a3UTPOMIIIUHOM,
CIPUYMHSUTA PEIUANBHI CUMIITOMH 1 IOTPeOYBaM TPUBATIIIOTO CIIOCTEPEKEHHS 1
JKyBaHHS.

OCKiNBbKH a3UTPOMIIIUH €IIIMIHY€EThCSI TIEPEBAKHO UYEpe3 IEUiHKY, MaIlieHTaM 3
TSOKKUMH 3aXBOPIOBAaHHSIMH TTEYIHKH 3aCTOCOBYBATH IIPETIapat CIijl 3 00EPEKHICTIO.

[Tpu HasBHOCTI y MAIi€HTIB O3HAK MOPYIIEHHS (DYHKIT MEYiHKN CITiJ MPUITUHUATH
3aCTOCYBaHHS Ipemapary.

VY mami€eHTiB i3 THKKOI0 HUPKOBOIO HEJOCTATHICTIO (HUPKOBUH KitipeHe < 10 mi/XB)
crioctepiranu 33 % 301IbIICHHS! CHCTEMHOI €KCTIO3HUIIIT a3UTPOMILIUHY.

SIK 1y BUITQAKY 3aCTOCYBaHHS 1HITMX aHTHO10THKIB, CITiJI IPOBOIUTH KOHTPOJIIB IIOI0
MOJKJIMBOTO PO3BUTKY 1H(EKIIiH, SKi BHKJIMKaHI HEUyTIUBUMH MiKpOOpraHi3MaMH
(mampukiax, MRSA Tta iHOn pe3ucTeHTHi mramu, S. aureus, S. Pneumoniae Ta iH.),
BKJIFOYAIOYH TPUOH.

ImMoBipHIiCTE pO3BUTKY niapei, moB’si3anoi 3 Clostridium difficile, ciin Opatu 1o yBaru
IIOJI0 YCIX TAIIEHTIB 3 Jiape€ero, MO BUHUKIIA MICJIS 3aCTOCYBaHHS aHTHOIOTHKIB.
HeoOxiaHo yBa)KHO aHATI3yBaTH aHAMHE3, OCKUIBKH ITOBITOMIISIIOCS, 1110 ITOB’ I3aHa
3 Clostridium difficile niapes MoOXe PO3BHUHYTHUCS 4epe3 2 MICSI MICIs IpUioMy
aHTHOAKTEepiabHUX MPETaparis.



Ilooosocenns inmepsany QT. TlomoBxkeHHS cepLeBOi penosspuzamii, sKi
acOIUIOBAINCH 13 PU3MKOM PpO3BUTKY CepLEBOi apuUTMil Ta HapOKCHU3MalbHOI
IIJTYHOYKOBOI Taxikap/ii THUIY «HipyeT», CIIOCTEPIraluch MpH JIKyBaHHI 1HIITUMH
MakpomigHUMH aHTHOloTHKaMu. [lomiOHMI edeKT a3uTpOMIUHY HE MOXKHA
MOBHICTIO BUKJIIOUUTH y MAI€HTIB 3 MiJIBULIEHUM PU3UKOM IOJIOBXEHOI CcepLeBOi
penongpusaliii, ToMy ciil 3 00epeXHICTIO NMPU3HAYATH JIIKYBaHHs MaIlieHTaM: i3
BPOJDKEHOI0 a00 3apeecTpoBaHOO MposioHTauieto iHTepBany QT; ski mpoxonsTsb
JIKYBaHHS 13 3aCTOCYBAHHAM 1HIIUX aKTUBHUX PEUYOBHH, 1110 NMOJI0BXKYIOTh IHTEPBAJ
QT, nanpukmnan antuapuTmiuHi npenapatu kiaacy IA 1 I, uuzanpun i repdenaaus;
3 THOPYLIEHHSM €JEeKTPOJIITHOTO OOMiHY, OCOOJIMBO y BHIAQJAKY TiNMOKalieMii i
rinoMartiemii; 3 KJIiHIYHO pPeNeBaHTHOI OpaJuKapIi€ero, CEpIEBO0 apUTMIE0 abo
TSKKOIO CEpLIEBOI0 HEJOCTATHICTIO.

Miacmenia zpasic. 11oBinoMIIs10Cs PO 3aroCTPEHHSI CUMIITOMIB MiacTeHii rpaBic
a00 mpo HOBUHM PO3BUTOK MIaCTEHIYHOTO CHHIPOMY y HAIlI€HTIB, SIKI OTPUMYIOTh
TEepario a3UuTPOMILIMHOM.

Cexknioasoln.

CekHiza30a HE CiiJ NMpU3HAYaTH XBOPHM 3 JIUCKpasi€ro KpoBi B aHamHuesi. [lpu
JIKyBaHHI TpenapaToM MOXe MpOsSBIATHCA 000poTHa HeurporeHis. KinbkicTh
JICMKOLUTIB BIIHOBIIIOETHCS MICIIs MPUIMHEHHS JiKyBaHHs. [1ix yac 3acTrocyBaHHS
npernapary CiiJl YHUKATH BXKUBAHHS aJIKOTOJIIO.

DryKoHasoi.

VY MOOAMHOKMX BUMNAJKaX 3aCTOCYBaHHS (DIyKOHA3071y MOXKE CYNPOBOJKYBATHCS
TOKCUYHUMM YPAXKCHHSAMHU IEYIHKH, y TOMY YHCII 3 JIETaJbHUM HaclikoM (B
OCHOBHOMY BOHM CIIOCTEpIralOTbcd y XBOPUX 13 TSOKKUMHM CYNyTHIMH
3aXBOPIOBAHHIMM).

I'emaToTokcuyHa 1ist (GpayKoHa30iy, SIK MpaBUIIO, 0OOPOTHA, O3HAKU i 3HUKAIOTh
iy npunuHeHHs Teparii. HeoOxinHo crocTepiratu 3a XBOPUMH, B SKHX IIiJ] 4ac
JKyBaHHS (IyKOHA30JI0M MOPYIIYIOTbCS MOKA3HUKHM (DYHKII MEYiHKH, 3 METOI0
BUSIBJICHHSI O3HAK OUTBII TSDKKOTO ypakKeHHs MediHkH. [Ipu mosBi KIIIHIYHUX O3HAK
YPOKEHHS TEYiHKH, fKIi MOXYyTb OYyTH MOB’si3aHi 3 (pIykoHa3o0joM, mpenapaT
HEOOX1THO BIAMIHUTH.

ITig gac mikyBaHHS (PIIyKOHA30JIOM y XBOPHX Jy’K€ PIIKO MOXYTb 3yCTpiuaTHCS
excdoriaTUBHI IWIKIpHI peakuii, Taki sk cuHapoM CriBeHca — JIkoHCOHa Ta
TOKCHUYHUM emnifiepMabHuil Hekpoi3. XBopi Ha CHIJL Ginbn cXmiibHI A0 PO3BUTKY
TSOKKUX IIKIPHUX peakLii MpH 3aCTOCYBaHHI BEJIMKOI KUTBKOCTI Mpemnaparis. Ko
y XBOPOTO 3 IIOBEPXHEBOIO TPUOKOBOIO 1H(PEKITIEIO 3’ IBISIFOTHCST BUCHIIH, SIKI MOKHA
OB’ s13aTH 3 (UIyKOHA30JI0M, IIpenapar Ciijl BiIMIHUTH.

VY NOOIMHOKMX BHIAJKaX, K 1 y pa3l 3aCTOCYBaHHS IHIIMX a30JiB, MOXJIHMBE
BUHUKHEHHS aHA(QUIAKTUYHUX PeaKIiil.



Cepyego-cyounna cucmema. Jleski a3onu, y TOMY uYuCIi W QIIyKOHa30I,
acoIlIOIOThCS 3 moxoBkeHHsAM iHTepaxy QT Ha enekrpokapaiorpami.
[ToBimomisiocss mpo Jy’Ke PIAKICHI BUMAIKKU MOJOBKeHHS iHTepBany QT Ta
MapOKCU3MaJIbHOI IITYHOYKOBOI Taxikap/il THIY «IipyeT» HpU 3acTOCYyBaHHI
¢baykonazomy. Ili MOBIZOMIEHHS  CTOCYBAlUCS MAIEHTIB 13  TSKKUMU
3aXBOPIOBAaHHIMM IPU MOETHAHHI 0araTbox (PakTOpiB PU3MKY, TAKUX K CTPYKTYpPHI
3aXBOPIOBAHHS CepIsl, MOPYLIEHHA eJEeKTPOJITHOrO OOMiIHY Ta OJHOYacHe
3aCTOCYBaHHS 1HIIUX JIKapChKUX 3ac001B, 110 BIUIMBAIOTh Ha iHTepBai QT.

Heoocmamuicms  naonuprxosux 3ano3. KeTokoHa3on, sIK BiOMO, CIPHYUHSIE
HEJOCTaTHICTh HATHUPKOBHX 3aJI03, 1 IIe TAKOXK MOXKE CTOCyBaTHCs (PIyKOHA301y,
X04a CIOCTePiraeThest piako. [ToBiqoMIIsIocs Mpo BUMAIOK, KOJHU Yy Malli€HTa Micis
TpaHCIUIAHTAIlll MEeYiHKH, Ha TJII 3aCTOCYBAHHS MPEIHI30HY, PO3BHHYJACS rocTpa
HEJOCTaTHICTh KOPU HAJHUPKOBHX 3ajJ03, II0 BHUHUKIA TMICIs TPUIIUHEHHS
TPUMICIYHOTO Kypcy Tepamii ¢iaykoHazonoM. [IpunuHEHHS 3aCTOCYBaHHS
¢bnykoHazony, WMOBIpHO, cnpuuMHWIO mnocuieHHs aktuBHocTi CYP3A4, mo
MIPHU3BEJIO JI0 MPUCKOPEHHS MeTaboni3My mpeaHizoHy. Ciif peTeNbHO CTEKUTH 32
MaIieHTaMH, IKi IPOTATOM TPHUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH ()IIyKOHA30II
Ta MPEAHI30H, 3 METOIO TOTIEePEIKEHHS PO3BUTKY HEAOCTATHOCTI KOPU HAJHUPKOBUX
3aJ103 MiCJis MPUITMHEHHS 3aCTOCYBaHHS (DITyKOHA30ITy.

T'anogpanmpun. Tanodantpun € cyOctpatom ¢depmenty CYP3A4 1 mposonrye
inTepBal QT mpu 3acTocyBaHHI y PEKOMEHIOBAaHMX TEpANeBTUYHHUX J03aX.
OnHouacHe 3acTocyBaHHA rajgoanTpuHy Ta (GIyKoHA307y HE PEKOMEHIY€EThCS.

Lumoxpom P450. daykoHa3oa € moTyXHUM iHribitopom ¢pepmenty CYP2C9 Tta
noMipauM iHri6itopom ¢epmenty CYP3A4. Takox ¢aykoHazon € iHribiropom
depmenty CYP2CI19. Cnin cnocrepiraTé 3a CTaHOM TMAIIEHTIB, SKi OJHOYACHO
3aCTOCOBYIOTH (DIYKOHA30J Ta MpenapaTH 3 BY3bKHM TEPaNeBTHYHUM BIKHOM, IO
MmeTabomizytoThes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnif peTenbHO CIOCTEPIraTh 3a CTAHOM MAaLllEHTA MPH OJJHOYACHOMY
3acTocyBaHHI TepdeHaauHy Ta GaykoHazony y 1031 menie 400 mr Ha 100y.

[To3uTBHA AMHAMiKa CHMIITOMIB 3a3BHYail PO3MOYMHAETHCS uepe3 24 TOAMHHU.
OnHak MoBHE iX 3HUKHEHHS MOXXE BiIOYTHCS 3a KUIbKa JHIB. SIKIIO MpPOTATrOM
KUTbKOX JIHIB y MAIlieHTa HE BIAOYJIOCS MOKPALIEHHS, CIIiJ 3BEpPHYTHUCS J10 JIKapA.

[TamienTam 13 mopymIeHHSAM (YHKIIA HHUPOK Iperapar CiiJ 3acTOCOBYBaTH 3
00epEKHICTIO.

J1o ckyiay TOTIOMIKHUX PEYOBUH TAOJIETOK a3UTPOMILIMHY BXOAUTH OapBHUK MTOHCO
4R, AKM MOXKE CIIPUYUHSITHU T1IIEPUyTIAUBICTD Ta TSKKI aleprivyHi peakuii.

[MTamieHTam 3 MOTEHILIMHOIO CXUJIBHICTIO 0 apUTMii (DIyKOHA30M CIifl MpU3HAYATH
3 00EpEeXKHICTIO.



3acmocysanns y nepioo eacimmocmi abo 200y8anHs 2py0oio.
V mepioJ1 BariTHOCTI MPOTHUIIOKAa3aHO 3aCTOCYBaHHS Mpernapary.
[omyBaHHS rpy IO TiJ Yac JiKyBaHHS MPpenapaToM CIIiJ] IPUITUHHUTH.

30amuicms eniugamu Ha wWUOKICMb peakyii npu KepyeawHi asmompaHcnopmom
abo THWUMU MeXani3mMamu.

VY 4yTIMBHUX XBOPHUX IPU 3aCTOCYBaHHI Ipenapary MOKyTb BUHUKHYTH COHJIUBICTb,
nopyuieHHss koopauHauii pyxiB. Tomy y mepion JiKyBaHHA HpenapaToM CIif
yTPUMYBaTHCS BiJ KepyBaHHS aBTOTPAHCIOPTOM abo poOOOTH 3 IHIIUMH
MeXaHi3MaMH.

Cnoci6 3acmocyseannsa ma 0o3u.
TabneTku 3 HaOOPy MPUIMAIOTH 33 TAKOKO CXEMOIO: paHOK — TabneTka C (cexHiga3on
1 1), monynens — Tabnerka C (cekninazon 1 r), nenp — Tabnetka @ (pmyxonazon 150

MT), Beuip — TabneTka A (a3utpominuH 1 1).

Tabnerku cexHia30ry NpuHMaroTh JBI4i Ha JIEHb Mij 4ac 11 3 METOIO 3aro0iraHHs
MOJPa3HIOI0UiH /1ii Ha CIIM30BY 000JIOHKY TPABHOTO TPAKTY.

TabneTku a3uTpoOMillMHY TPUKHMaOTh OAHOPa30BO 3a 1 romuHy mo abo depes 2
TOJIMHU MIicIIs Tu.

Tabnerku ¢ykoHa30:1y NPUIMAIOTh HE3AIEKHO BiJ MpUHOMY TKi.

3a HeoOXiTHOCTI 3aleXHO BiJ Mepediry 3aXBOPIOBAHHS MOXKHA TPHU3HAYUTH
MOBTOPHUI KypC, ajie He paHille HiX yepe3 7 JHIB Micis 3aBEPIISHHS MEPIIOro Kypey
JKyBaHHS.

KinbKicTh KypciB JiKyBaHHS BU3HAYAE JIIKAP 1HAUBIAYaIbHO JJIs1 KOKHOTO Halli€eHTa
(Hampukmnaja, mo oxHomy Habopy Ha 1, 2, 7, 14, 21 nui abo mo ogHOMY Habopy Ha
1,3,5,7, 14 nHi).

Jimu.

[Ipenapar npotunokazanuii AiTam (Bikom 10 18 pokiB).

Ilepedosyeanns.

A3umpomiyuH.

Cumnmomu: OiNb y XKUBOTI, Hy/I0Ta, ONOBaHHS, Aiapesi, IHOAI aHOPEKCis, 3arop.
MOXIMBUN PO3BUTOK XOJECTATUYHOTO TEMATUTy 3 MIJABHUIIEHHSM aKTHBHOCTI
MEYIHKOBUX TPAHCAMiHa3, )KOBTTHUYHICTIO CKJIEPH Ta BUIUMHUX CIIM30BUX O0OIOHOK.



3 60Ky LIEHTPaJIbHOI HEPBOBOI CUCTEMH MOJINBI HE3ly>KaHHsI, CJ1a0KiCTh, TOJIOBHUH
01J1b, 3aI1aMOPOYCHHS, TIOPYIIEHHS CIYXY.

Jlikysanna: TPOMHMBAHHS LUTyHKA, 3aCTOCYBAaHHS AaKTHBOBAHOTO BYIULISI Ta
BIJNIOBITHE CHMOTOMATHYHE JIKyBaHHA [UId MIATPUMAaHHSA (QYHKIIH JKUTTEBO
BaXJIUBUX OPIaHiB 1 CHCTEM.

Cexnioazon.
Cumnmomu: MOXJINBE TIOCUIICHHS MOOIYHUX €(EKTIB.

Jlikysanua: crneuupiyHOTO aHTUAOTY He IiCHye. 3a HEOOXIJHOCTI NPOBOASATH
CUMIITOMAaTHUYHY TEPAIIiLo.

DayKoHasoi.

Cumnmomu: TamoUKHALT, HyJ0Ta, OFOBaHHS, Jiapes.

Jlikysanna: TpOMUBaHHA IITyHKa. (DIIyKOHA301 BUBOJIUTHCS, B OCHOBHOMY, i3
ceuero, ToMy (hopcoBaHUH Alype3 MOKe IPUCKOPUTH BUBeAeHHS npenapaty. CeaHc
reMojiiajiizy TPUBANICTIO 3 TOJMHM 3HIKYE piBeHb (PIyKOHA307y B IJIa3Mi KpoOBi
npubsnzHo Ha 50 %. Tepanist ciMOTOMaTHYHA.

Ho6iuni peaxuii.

AsumpomiyuH.

3 6oxy cucmemu Kkposi: TPOMOOIMTONEHIS, JEHKOMEHisl, TeMOJITHYHA aHeMis,
MOJKITUBA TPaH3UTOPHA CITa0KO BUpakeHA HEUTPOTICHIsL.

Ilcuxiyni  poznadu: aXwTallis, arpecUBHICTb, TiNEPAKTUBHICTh, TPHBOra Ta
HEPBO3HICTb, AEIipii, TaTOIMHALI].

3 6oky Hepeogoi cucmemu: 3alaMOPOYEHHS/BEPTUIO, COHJIUBICTb, CHHKOIIE,
TOJIOBHUH O111b, CyZ0MU (0YJ10 BUSBIEHO, 1110 BOHU TAaK0XX CHPUYMHSIOTHCS 1HITUMHU
MaKpOJITHUMH aHTUOIOTMKaMH), 3MiHa CMakKy Ta BIAUyTTs 3alaxiB, mapectesis,
acTeHis, 0€3COHHS, TiNecTe3ist, ICUXOMOTOPHA aKTUBHICTb, MiacTEHis TpaBic.

3 60Ky opeanis ciyxy: TOTIPIIEHHS CIyXY, HACTAaHHS INTyXOTH Ta/abo A3BiH y ByXax.

3 6oky cepyeso-cyounHoi cucmemu: TOBIIOMIISIIOCS TPO CHIIBHE CEpLEOHTTH,
apuTMilo (BKJIIOYAIOYM HUTYHOUKOBY Taxikap/ito) (0ys0 BUSBICHO, IO BOHH TAKOX
CIPUYMHSIOTHCS 1HIIMMHU MaKpOJIiIHUMH aHTHOI0THKaMU). MOKIIMBE MOAOBKEHHS
iHTepBasty QT 1 TpIMOTIHHA/MEPEXTIHHS HUTYHOUKIB, apUTMis THITy «IIpyeT»,
apTepiaibHa T1OTeH31s, TPUILUIUBH.

3 60Ky pecnipamopnoi cucmemu: TUCITHOE, HOCOBA KPOBOTEYA.



3 6oxy mpasnozo mpaxmy: nucgaris, CyXicTb y pOTi, BUpa3Ku y pOTOBii MOPOXKHHUHI,
rimepcaiiBaiis, BiIpWXKKa, HyJO0Ta, OJIOBaHHS, Jiapesi, HENPUEMHI BiAYYTTS B
KHBOTI (O11b/crIa3Mu), PiJIKi BUIIOPOKHEHHS, METEOPU3M, MOPYILIEHHS TPaBJICHHS,
aHOPEKCisl, TaCTPUT, 3a10p, 3MiHa KOJILOPY SA3MKa, MOKJIMBI IICEBIOMEMOpPAaHO3HUN
KOJIIT, TAHKPEAaTHUT.

3 60Ky neuinku: TEMATUT Ta XOJIECTATUYHA >KOBTSHHULISA, BKIIOYAIOUM MATOJOT1YHI
MOKa3HUKHM (PYHKIIOHAJIBHOT MPOOM TMEYiHKW; MOXJIMBI BUIAJKH HEKPOTHYHOTO
remaTuTy i AUCQYHKIIIT MeYiHKH, 10 MOXKYTh MPU3BOJUTH 10 JIETATLHOTO HACTIIKY;
MEYiHKOBA HEJJOCTATHICTh, (PyJIbMIHAHTHUIN T€NaTUT.

3 60ky wkipu: CyXiCTh IIKIpH, TINEPriApo3, AEpPMAaTUT, alepriuHi peaxiii,
BKJIIOYAIOUU CBEpOK, BUCUIIAHHSI, aHT1OHEBPOTUYHUIN HAOPSK, KPOITUB’ IHKY; TSKKI
HIKipHI peakiiii, moniMopdHy eputemy, cunapom CriBeHca — J[>KOHCOHA, TOKCUYHUN
eniiepMaIbHUNA HEKPOJIi3; CBITIOUYTJIUBICTb.

3 6oky KicmKko60-M 5130601 cucmemu. apTpairis, 0CTE0APTPUT, Miairis, 611k y CIIKHI,
ui.

3 60Ky ceuosudinbHoi cucmemu: Tu3ypis, 6171b y HUPKaX, IHTEPCTHLIIATbHUNA HEDPUT,
roCTpa HUPKOBA HEJAOCTATHICTb.

Ingpexyii’ ma ineazii: opanbHUI Ta BariHaJbHUN KaHAWMIO03, BariHalbHI 1H(EKIII,
KaHMJ103 Ta 1HII TpUOKOBI 1H(EKIIi1, THEBMOHIs, 6akTepianbHi iHpekuii, papuHriT,
racTPOSHTEPHT, MOPYIIEHHs (QYHKIIT TUXaHHs, PUHIT, ICEBAOMEMOPaHO3HHIMA KOJIIT.

3acanvui nopywienns: TiJBUILIEHA BTOMIIIOBAHICTb, OUTb y TpyAsx, clIaOKiCTh,
acTeHisi, HaOpsK.

3 boky penpodykmuenoi cucmemu: BariHIT, MaTKOBa KpOBOT€Ya, TECTUKYJISPHI
MOPYIICHHS.

3 60Ky opeanis 30py: NOPYUIEHHS 30pY.

CucmemHi nopywenHsa: peakuii TiNEepUyTIMBOCTI, BKIIOYAIOYM aHA(UIAKCIIO,
aHa]iTaKTHYHI peakuii.

Jlabopamopui  Oocniodicennsn: 30UTBIIEHHS KUTBKOCTI TPOMOOIUTIB, 3HMKEHHS
reMaTOKpUTY, KUIbKOCTI JIM(OIMTIB, 30UIBIIEHHS KUIBKOCTI €03MHOQLIIB,
6a30(¢11iB, MOHOLUTIB, HEUTPO(DITiB 3MiHAa KUIBKOCTI HaTpito, OikapOOHATIB,
XJIOPHUIIB, TJIFOKO3H Y KPOBI, IiIBUIIEHHS BMICTY O11ipyOiHY, CEHOBUHH, KPEATHHIHY
y IUla3Mi KpoBi, 30UIBLIEHHA AaKTHBHOCTI acmaptaramiHoTpancdepazu (ACT),
ananiHamiHoTpaHcdepaszu (AJIT), myxHoi pocdaraszu, 3MiHI BMICTY KaJilo B KPOBI.
HaBeneni 3Minu Manu 060pOTHUI XapakTep.

CekHinazon.



3 OOKy TpaBHOI'O TPAKTy: HMOPYIICHHS TPaBJIEHHS, HYJ10Ta, OUIb y IUISHII IUTyHKa,
OnoBaHHS, OUTb y )KUBOTI, TTIOCUT, CTOMATHT.

3 60Ky opeanie UyTTA: METAJIEBUIA IPUCMAK Y POTI.
3 OOKy IIKiIpH: KPOMIHB’IHKA, CBEpOIXK, IIKIPHI BUCUIIH.
3 60Ky cucTeMH KpOBi: JieliKoreHis, 000pOTHA HEHTpOIEeHis.

3 60Ky HEpBOBOI CUCTEMU: 3aIITaMOPOYEHHS, TOPYILIEHHs KOOPAHHALIT pyXiB, aTaKcCis,
napectesii, noyineiiponarii, roTOBHUN O1JTb.

3 60Ky IMyHHOI CUCTEMU: peakiii TinepyyTIUBOCTI.

DryKoHasoi.

3 6oky cucmemu kposi ma nimpamuyHoi cucmemu: aHEMis,, arpaHyJIOIUTO3,
JIeMKOIeHis,, HeHTpOTEeHisl, TPOMOOIUTONCHISL.

3 6oky imyHnoi cucmemu: anadinakcis.

Memaboniuni  nopywienus:  3HWXKEHHS  aleTUTy,  TCiHepTpUriilepuaeMis,
rinepxoyieCTepuHEMis, TIMOKaIIEMIsl.

3 6oky Hepsosoi cucmemu: TOJOBHHMN Oib, OE3COHHS, COHJIMBICTB, CYJIOMH,
3armaMopOYeHHsI, TapecTe3ii, TpeMop, MOPYIICHHS CMaKy.

3 60Ky opeanis cayxy: BEpTUTO.

3 boky cepyego-cyOunHoi cucmemu. NapoOKCU3MallbHa IITYHOUKOBA TaXiKapais TUITY
«IipyeT», mofoBxkeHHs iHTepBairy QT.

3 boky mpasnozo mpaxmy: 6151b y YepeBHi MOPOXKHUHI, liapesi, Hy10Ta, OJIFOBaHHS,
3a1op, TUCTIETICisl, METEOPH3M, CYXICTh Y POTI.

3 6oky ecenamobiniapnoi cucmemu: muinBumenHs pisHa AJIT, ACT, nmyxnoi
¢docara3u, xonectas, >KOBTSIHHUIS, MiJABUIICHHS pIiBHA OUTipyOiHy, NEYIHKOBA
HE/IOCTATHICTh, TeMaTOLETIONIAPHUNA  HEKpPO3, TeMaTUTH, TenaToLeoIsIpHe
ypaKeHHS.

3 6oky wxipu ma niowKipHoi mKanuHu: BUCHUIIAHHS, CBEPODK, MEIUKAMEHTO3HHIMA
JepMaTUT (BKJIIOYal0YM (PIKCOBAHUI MEIMKaMEHTO3HUI JepMaTuT), KPOIUB’ sIHKa,
MiJBUILIEHE TOTOBUIUICHHS, TOKCHUYHHUHM emiJiepMalbHUN HEKpOIi3, CHHIPOM
CriBeHnca — J[>KOHCOHa, TOCTPHUIl reHepali30BaHUI €K3aHTEMAaTO3HMH MYCTYJbO3,
exc(oiaTUBHUI AEPMATUT, HAOPAK 00U YS, AHTIOHEBPOTHYHUI HAOPSIK, aONellis.

3 6oxky Kicmkogo-m 5130801 cucmemu.: Miamrisl.



3acanvui posnadu: MiaBUILEHA BTOMIIIOBAHICTh, HE3yKaHHS, aCTEHis, rapsyka.
Tepmin npuoamuocmi. 2 poxu.
YMoBHu 30epiranus.

30epiraTu B OpUriHAJBHIM YNAKOBII Yy HEAOCTYHHOMY JUIS JITeH Micui IpH
temnepatypi He Buie 30 °C.

YnakoBka.
Kombi-ynakosxa Ne 1:

— 1o | TabneTui a3uTpoMiIuHy, 2 TabJIeTKH CeKHiga3omy, | TabneTui GrykoHazoiy
y Guictepi; o 1 GuicTepy y KapTOHHIHN Mayii.

Kombi-ynakosxa Ne 5:

— o | TabneTui a3uTpoMiluHy, 2 TabJeTKH CeKHiga3omy, | TabneTui GrykoHazoy
y Guictepi; o 1 GuicTepy B KapTOHHIM Maylli; MO 5 Ma40K y Haulli.

Kombi-ynakosxa Ne 1:

— 1o | TabneTui a3uTpoMiluHy, 2 TabJIeTKH ceKHiga3omy, | TabneTui GrykoHazoiy
y cTpuri; o 1 cTpuny y KapTOHHIH mayiii.

Kombi-ynakosxa Ne 5:

— 1o | TabneTui a3uTpoMiluHy, 2 TabJIeTKH CeKHiga3omy, | TabneTui GrykoHazoy
y cTpuri; o 1 cTpumny B KapTOHHIN Mayll; M0 5 MayoK y mayiii.

Kareropis Binmycky. 3a penenrom.

Bupoonuk.

Esepromxen Jlaiip Caencus Jlimiten / Evertogen Life Sciences Limited.
Micue3Haxo:KkeHHsI BUPOOHHMKA.

ITnot Ne: Ec-8, Ec-9, Ec-13/I1i ta Ec-14/I1i Ti Ec At Aii Ci, ®apma Ec I 3er, I'pin
Innactpian [apk, [Honenammi (Bi), €xuepna (Em), MaxaOyOnarap, Tenanrana, I[H -
509 301, Inmis/

Plot No: S-8, S-9, S-13/P & S-14/P TSIIC, Pharma SEZ, Green Industrial Park,
Polepally (V), Jadcherla (M), Mahabubnagar, Telangana IN-509 301, India.



