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ITepexnan ykpaiHCHKO0I0 MOBOIO, aBTEeHTHIHICTH SIKOI'0 HiATBEeP/IKEHA YIIOBHOBAKEHOIO
ocob6010 3asisauka (IlBens O.M.),
indopmanii mpo 3acTocyBaHHA JKapCchKOro 3acody, 3aTBEepAKeHO1 3TigHO 3
HOPMATHBHHMH BHMOIraMH Kpainu 3assHuka/Bupo6nnxa a6o kpainu, peryJsTopHHi
OpraH fikoi Kepy€eThCsI BHCOKHMH CTAHAAPTAMH SIKOCTI, IO BiANOBIIAI0TH cTaHAAPTaM,
pexomengosanum BOO3

YACTHHA III: THOOPMAILIA AJI ITAIIIEHTIB
BOJIIBPIC
amOpizenTan, TabJeTKH
5 mr ta 10 mr

Le#t macTok-BKIagum € gacTrHOO 111 «MoHOorpadii npoayKTy», IO CKIaTaeThesd 3 TPHOX
9acTHH, omyOmikoBaHoi micns 3arsepmkenns BOJIIBPIC (amOpizeHTan y TabreTkax) mist
IPOAaXy, Ta PO3poOIeHHH CIIeiaibHO I CIIOXKUBAYiB. Llel MUCTOK-BKIagUIT — e KOPOTKa
iadopmartis mpo BOJIIBPIC. fIxmo y Bac € sKich MUTaHHS MO0 Ipenapary, 3BepHITHCS 10
JiKaps.

PO IIEU MNPEITAPAT

JIJIst 9oro nmeH mpenapar:

BOJIIBPIC 3acTocoBy€eTECS ¥ TOPOCTHX UL JIIKYBAaHHS BUCOKOTO apTepialbHOTO THCKY B
JIETeHEeBHUX apTepiax (JerereBa aprepianbHa rineprensis). BOJIIBPIC moxe BUKOPHUCTOBYBATHCS
K iHimianiiHa Tepamnia y KoMOiHarii 3 Tamanagiiom.

SIk BiH Jie:

BOJIIBPIC — anTaronict peuentopis eanoreniny (APE).

IIUPKYJIALIIO KPOB1 Y JIETEHIX

TecrH, AK1 Bal Jikap 3po0HTEL nepen JIKYBaHHIAM:

e aHaJTi3 KpOBI Ha MEepPEeBipKy pOOOTH MEYIHKH Ta Ha aHEMIIO (3
€pUTPOLIUTIB).
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® TecT Ha BariTHICTD.

Koam Horo He i 32CTOCOBYBATH:

He npuiimaiite BOJIIBPIC, axmo Bu:

e MaeTe anepriro Ha amOpizeHTaH abo Oyab-ski iHrpemieHTH B Tabiermi (muB. «I1lo Take
JTOTIOMI>XKHI PEIOBHHHY).

® BariTHI, IUIAHY€ETE 3aBariTHITH a00 MOXKETe 3aBariTHITH, OCKIIBKH BH HE 3iHCHIOETE
KOHTPOJIb HapopkyBaHocTi (kKorTpanemnis) (auB. « OCOBJIMBOCTI 3BACTOCYBAHH»).

® TOoJyeTe rPyabMHA
MA€ETE 3aXBOPIOBAHHS HEUiHKU 400 HEHOPMAIbHI PE3yJIbTaTd LeYiHKOBUX Tectis. Baiu Jikap
BHPIIIUTE, 9H IiIXOJUTH BaM IIeH Ipenapar.

e MaeTe Take 3aXBOPIOBAHH JIETCHb SK iAionaTuuHni ereHeBuit ¢i6po3 (IJID), mo ycknagHioe
JIXaHHS pa3oM 13 CyXHuM KaluieM, a iHoi — 6oneM y cyriobax abo HaOpsKoM.

Jliroua peyoBHUHA Openapary:

amOpi3eHTan

JlomoMibkHiI peJOBHHH Hpenapary:

Kpockapmernosa HaTpiro, MOHOTIIpAT JIAKTO3H, CTeapaT MarHito, MiKpOKpHCTATIYHA [IETI0I03a,
TIOMIBIHLIOBHH CIUPT, TAIBK, JIOKCH TUTAHY Ta MaKpOTOJ/TIOMieTHICHIIIKOIb 3350, TenuTiH
Ta FD&C Red #40/Allura Red AC Aluminum Lake.

Y axux JikapcbKkux GpopMax BiH BHIIVCKAECTLCH:

TaOJIETKH, BKPUTI ITIBKOBOIO 000JI0HKOI0, 5 MT Ta 10 MT

OCOBJIMBOCTI 3ACTOCYBAHHI

OcobauBocTi 3acTOCYBaHHS

BOJIIBPIC mo:xe HAIIKOAHATH BAalIid HeHAPO/DKEHIH JHTHHI, SIKII0 BH NpHIMAacTe Horo

mix 9ac BariTaocri. Ilepm mixk 3acTocyBatn BOJIIBPIC, npokoncyabTylTech 3i cBOIM

JikapeM, IKIIO BH:

e BariTHi 260 IVIaHy€Te 3aBATITHITH.

e MoOXKeTe 3aBariTHITH, OCKLILKH BH HE BHKOPHCTOBY€ETE METOAH KOHTPOJIIO
HAPOKYBAHOCTI (KOHTpaUemitis).

® TrogyeTe rpyXbMH.

&7 TIAKCOCHITIA
OAPHACBIOTIAR
YirAlHg

yicpha )| Bl
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Jo JiKyBaBHSA

IMepu i 3actocyBatd BOJIIBPIC, mpokoHCYIBTyHTECH 31 CBOIM JIIKapeM, SKIIO BH:

e Maere ab0 KOIH-HEOYIb Maty IpoOIeMH 3 IeHiHKOIO
® MaE€Te HH3BKY KiTBbKICTh €PHTPOIUTIB (aHEML)
e MaeTe HaOpsIKa

SIxmo BH 9010BiK, mo npuiiMae BOJIIBPIC, moxiuBo, BOJIIBPIC Moxe 3MEHIIUTH KLIBKICTh
cnepmu. [Topagsrecs 3 BalmuM JiKapeM, SKIIO ¥ Bac € AKICh MHTaHHA a00 IPpoOIeMH.

IIix gac JIKYBAHHA:

V pesxux marienTis, sxi npuiivamu BOJIIBPIC, 6yno BHSIBIEHO NOPYIIECHHS I€9iHKOBOI
GyHKIT (301LTBIIEH s TIEIiHKOBHX (DEPMEHTIB), a Y NESIKHUX IAIli€HTiB PO3BUHYIAC AaHEMIS
(BHHIKEHHS epUTPOLHTIB). Y OLIBIIOT KITBKOCTI MAi€HTIB PO3BHHYIACh aHEMIS IIif| 9ac
npuitomy BOJIIBPIC y xom6inamii 3 Taganadinom. OCKUIBKH Il pe3yabTaTd MOXKYTh HE
BHKJIMKATH CHMIITOMIB, SIKi BE MOJKETE BiTIyTH 9H CIIOCTEPIraTH CaMOCTiHHO, Ball Jikap Oyne
POGHTH peryssipHi aHaTi3u KPOBi, 06 IepeBipHTH HAIBHICTB 3MiH y BaIlil MediHKoBiH QyHKIil
Ta aHeMil.

IleginkoBa pyHKmia:

SIKIIo Ball JIiKap BHPIIIHTS, IO Ie MOTPiOHO, el aHai3 KpoBi Oy1e IpOBOJUTHCS IOMICSII
abo yacTime.

SIKIIO y Bac CIOCTEPIracThesl MOPYIIEHHS NeYiHKOBO1 QyHKIII, Balll JiKap MOXKe IPUHHATH
piIleHHs IIpo TpHIHHEHH JiKyBanH: npernaparom BOJIIBPIC. Komu pe3ynbraTh aHali3y KpoBi
Ha NEYiHKOBY (DYHKIIIFO HOPMATi3yIOTECS, BaIll JIiKap MOKe IIPHHHATH PiIEHHS IIPO
BiHOBIEeHHS TiKyBaHHS MpenapatoM BOJIIBPIC.

Anemist:
Awmai3 kpoBi 6yzne 3pobnennii yepes 1 Micanp i MepiogUYIHO MicA IBOTO.

SIKIIO Y Bac pO3BHHYJIACS aHEMIs, BAIIl JIiKap MOKe IIPUHHSITH PilICHHS IIPOBECTH IOJabII
AHAJI3H JJIS TOCIIIDKEHHS IPHYHHH.

Iitu (mo 18 pokis): besmneka ta edexrusnicts BOJIIBPIC y manienTiB BikoM 10 18 pokis He
BCTaHOBIIEH], TOMY IperapaT He CITiJl 3aCTOCOBYBATH IallieHTaM Ifi€] BIKOBOI IpymIH.

BariTHicrs:

SIx1mo BY 3aBariTHiIM abo AymaeTe, IO MOXKeTe 3aBaritHiTH nix yac nputiomy BOJIIBPIC,

HeraiHo 3BepHiThCs 10 mikaps. BOJIIBPIC moxe HamKoauTH Bamif HeHapoz:[xceHm IWATHH],
AKINO BH IpHAMaeTe HOTo i 9ac BariTHOCTI. SIKINO BH XKiHKa mTQ‘};‘fm AHoro i _BaIll JIiKap
TIONPOCHTE Bac IPOHTH TECT Ha BAriTHICTS HEPE/ THM, AK I0YaT) ' '

perymspuo, noku Bu mpuiiMacte BOJIIBPIC. Bam Takox HOBC}}'é SRR

o Qﬂ ORPAACH
1%9%
Brnuiae Ha KepyBaHHS aBTOMOOiIeM Ta po6oTy 3 MexXaHiZMaM) 1)

OTHANG
HaJiHHHK METOJ] KOHTPOJIIO HApOI)KYBaHOCTI.
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Heginomo, un rmmBae BOJIIBPIC na Bamry 31aTHICTD KEpyBaTH aBTOMOD1IEM ab0 [IpalioBaTa 3
MeXaHi3MaMH. SIKIo BY IOTaHO II0YyBa€cTecs, He KepyHTe aBTOMOO1IEM Ta HE IPAlfoiTe Ha
MaInHax.

B3A€MO/III 3 [IUM IIPEIIAPATOM

Sk i y 6imBIIOCTI TiKApCHKUX 3ac00iB, MOXKITHBA B3a€MOIiA 3 iHmmMH IpenapaTamu. [losimomre
JiKaps Ipo BCi JIKH, SKi BU MpUHMAETe, BKIIOYAIOYH IIPETapaTH, IpH3HaueHi {HITIMH JTiKapsIMH,
BiTaMiHHM, MiHEpaITH, HATYpabHi 106aBKH a0 abTepHATHBHI JIiKH.

3 BOJIIBPIC MOXyYTb B34€MOISITA:

e IUKIOCHOPUH A (ayTOIMyHHHMI Iperapar, SKUH 3a3BHYali BAKOPHCTOBYETHCS IIPH
mepecasili OpraHis),

e WMrOKCHH (CepueBuii mpemnapar),

e pudammin (aHTHOAKTEpiATEHUH IIpENapaT, KKK 3a3BHYall BUKOPHCTOBYETHCS IIPH
JIETEHEBHUX 1H(EKIIIX),

e KeTOKOHa301 (IIPOTHIPHOKOBHIA IIpenapart, SKui 3a3BU9ail BAKOPHCTOBYETHCS [IPH
MIKipHUX 1HEKIiIX),

o cunnenadin, Tananadin (3aCTOCOBYETHCS UL TIKYBaHHS €pPEKTHIBHOI TUCHYHKIIT a60
BHCOKOTO apTepialbHOTO TUCKY B JIETCHIX)

e papdapuH (3a3BHYal BHKOPACTOBYETECS I 3al1001raHHsA 3TOPTAHHSA),

e OMempasol (3a3BUYaii BAKOPUCTOBYETHCA UL TIKyBaHHS TPaBIECHHS),

e OpalbHI KOHTPAIETTHBH (KOHTPOJIb HAPOKYBAHOCTI).

HAJIEZKHE 3ACTOCYBAHHA IBOT'O

IPEITAPATY

He npunmanasiite npuiimata BOJIIBPIC 6e3 o0rosopenns 3 Jgikapem

3BuUyaiiHa No3a:

3puuaitaa noza BOJIIBPIC — 5 Mr ofuH pa3 Ha JeHb. Barn jgikap MO)Xe BUPIIIATH 301TbIIATH
103y 1o 10 Mr omuH pa3 Ha AeHb. MakcHMalIbHa peKoMeH0BaHa Jo6oBa fo3a — 10 Mr. SIKimo Bu
npuitmaete BOJIIBPIC pa3oM i3 TapanadinoM, Baml JiiKap, IK IPaBUIIO, IPU3HAYATE CIIOYATKY
JI03y 5 MT OZIMH pa3 Ha JeHb Ta 30UIbIIHTE i 10 10 Mr oMH pa3 Ha JeHb.

Sxmo Bu npuiiMaeTe nukiIocnopud A, He npuiiMaiite 6inpime 5 Mr BOJIIBPIC onun pas Ha neHb.

Mosxna npaitmara BOJIIBPIC mix gac abo 6e3 Txi.
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Buayyenns TabJjerkH 3 0/11CTEpHOI VYHAKOBKH

1. PosmimiTe 1o niHii pizanHs, o0 BiZOKPEMHUTH OIHY «OJIICTEPHY MOPOXHUHY» BiJ] CMYTH.

2. TlouwHarO4H 3 KOJHOPOBOTO KyTOUKA, I THIMITE 30BHIINHIH IIap i BiAIrHITE HOTO Ha3ap 1o
OITiCTepHil MOPOXKHHHI.

Ilepeno3svBanHg:

SIk1mo BH AymaeTe, MO BH MPHIAHSITA 3aHAITO
6araro BOJIIBPIC, HeraifHo 3BepHITHCS 10 JiKaps,
BiIIiNeHHs MBHIKOI JOMIOMOTH Y JIiKapHi abo
PETiIOHATBHOTO TOKCHKOJIOTIIHOTO IIEHTPY, HAaBITh
SIKIIIO CHMIITOMIB HEMAE.

Hponvymeni xo3u:

Sxmo By 3a0ymu npuitasta no3y BOJIIBPIC, mpocTo npuiiMiTh TaOeTKy, SK TLTHKH 3TafIa€Te, a
HOTIM IIPOIOBXYHTE IPUIAOM HACTYITHOI 103U y 3BUUaiinmit yac. He mpuiimaiite nBi TabneTku
OJTHOYACHO, 00 KOMIIEHCYBATH IPOIYINEHY JO3Y.

HOBIYHI E®OEKTH TA 11O 3 HUMHA

POBUTHU

[To6iuni ehekTH MOXKYTH BKIIIOUATH:

TOJIOBHHH O1J1b
3aKJIANEHICTh HOCA (HEXKUTD), IOYEPBOHIHHS IOpJIa 1 aHriHa, CHHYCHT
3amop, 6116 y XHUBOTI, HyA0Ta, OIOBaHHS £
[IOYePBOHIHHS (TIOYEPBOHIHHS IIKIPH),

3aTpUMKa piIUHH (HaOpsIKH)

BIIUyTTS BTOMH ab0 cIabKOCTI

cepreOuTTs (IBHUAKE a00 HEPETYILIpHE CEPIEOUTTS)
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e 3MiHH 30Dy (HediTKicTE abo IHII 3MIHE 30pY)
e 13BiH y ByXaxX (IlyM y ByXax)

Sxmo Bu 3actocoByere BOJIIBPIC y xomOinarii 3 Taganadinom, BU, IIBHAIIE 33 BCE, BITIyETE
Taki moOiuHi eekTh: 3aTpuMKa piIHHU (HaOpPsKH), TOJIOBHUH O1Th, HEXXUTH a0 3aKjIaieHuH HiC,
[MOYEePBOHIHHS (IIOYSPBOHIHHS IIKIPH), aHEMis, OJIIOBaHHS, BUCHII Ha IIKipi, HEYITKICTH ab0 1HII
3MiHH 30Dy, I3BiH Y Byxax.

Hesxi marienty, sxi npuiiMaiots BOJIIBPIC camocrtifino abo 3 Taganadiiom, MOXyTh MaTH
CHMIITOMH, II0B’s[3aHi 3 HU3EKUM PIBHEM apTepiabHOTO TUCKY, HAIIPHKIIA], TOJIOBOKPYKIHHS

abo BTpaTy OpPUTOMHOCTI.

HKIIIO IHOCh 3 IbOI'0 CHJIBbHO HA BAC BIIJIMBAE, lIOBilIOMTe po me JliKapﬂ

CEPHO3HI NOBIYHI E®EKTH, IK YACTO BOHU
TPAIVIAIOTHCS TA 11O 3 HUMU POBUTH

CuamnTom/edext IIpoxoncynsTyliTech 3 | IlpunuHIiTH
BAIIHM JIiKapeM 11§3)713 (0

npenapary i
HEeramHo
3BepHIThCS
3a

Tineku npr| Y Beix
TSDKKOMY | BHIAJKAX
cTani

MEIHYHOIO
JOIIOMOTI 00

Hdyxe Habpsxu,
9acTo 0CO0IHBO B
obmacTi v
IIIUKOJIOTOK 1
cTOoI

Amnemisn:

BTOMa, BTpaTa
eHeprii,
cI1a0KiCTh,
3aJHIIKA

[TogepBoHiHHS
(moYepBOHIHHS 7
ITKipH)

[oripmenHs
3a/IUIIKHA
He3a6apoM Ticysa v
IOYaTKy
BOJIIBPIC
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CEPHO3HI IIOBIYHI E®EKTH, SIK YACTO BOHH

TPAIVIAIOTHCA TA IO 3 HUMH POBUTHU

CumnrTom/edexT IIpoxoncyabTyliTech 3 | [lpununiT
BaNIHM JIKapem IpHiOM
npenapary i
HeramHo
3BEPHITbCH

Tinsku npu| VY Beix
TSCKKOMY | BHIAJKAX

CTaHl 3a

MEIHIHOIO
J0IOMOI 00

I'onmoBokpy>xiHH
s

Cepneburrsa:
IMBHAKE Ta/abo v
HEPUTMIYHE
ceprebuTTs

Yacro Anepriuna
peakmisa: HaOpPIK
00miaus, ry0,
s3mKa abo ropia, v
YTPYIOHEHHS
KOBTaHHS abo
IVIXaHHS

Pinxo Hopymenns
$pyHKmii
NeYiHKH:
MIO’KOBTIHHS
mKipu abo ogel,
TEMHa ceya, O171b
Y JKHBOTI,
HYJIOTa,
OJIFOBaHHA,
BTpaTa areTUuTy

Hegigomo | CepueBa

HeJO0CTATHICTh:
3a[IAIIKa, CAJIBHA v
BTOMa 1 HAOpsIKA

B 00J1acTI
IIUKOJIOTOK 1 HIT




CEPHO3HI ITOBIYHI E®EKTH, SIK YACTO BOHH

TPAIVIAIOTBCA TA IO 3 HUMU POBUTH

CumnrTom/edexT IIpoxoncynsryiiTtech 3 | IlpumuniTe
BaIlHM JIiKapeM NpHHOM
. - npenapary i
Tinexm opa| Y Beix N —
TSDKKOMY | BHOATKAX | ;ponpiny e
cTaHi 32
MeIHIHOI0
JOTIOMOTI'0K0
bine y rpymsax
Ta/a60 v
muckoMdopT

L]e ne nosnuii nepenix nobiunux egpexmis. 'V pazi 6y0b-axux HecnoiaHUx CUMNMOMIS, WO
sunuxaroms nio yac nputiomy BOJIIBPIC, 36eprimuca 00 c6020 NiKapA.

AK 3BEPII'ATH

36epiraru mpu Temuneparypi 15-30°C.

30epiraTy B HEIOCTYIIHOMY [JIS IiTEH MicCIIi.

JOJATKOBA IHOOPMALIA

IloBimomutu mpo Hebaxane sBuine Bu Moxxere, 3BepHyBmmch 10 TOB «I'makcoCmitTKiaiin
dapmaceroTHKAIC YKpaiHa» 3a Tem.: (044) 585-51-85 abo mHa e-mail: 0ax70065@gsk.com.
[ToBimoMuTH IpO cKapry Ha sAKiCTb mpemapary Bu Moxete, 3BepHyBmmch 1m0 TOB
«['maxcoCmitKisiitn @apmaceroTukanc Ykpainay 3a tein.: (044) 585-51-85 abo +380 (050) 381-
43- 49, un Ha e-mail: ua.complaints@gsk.com.

3a moparkoBoro iH(popMamiero 3BepTaiiTecs 0o TOB  «I'makcoCmiTKusiitn @apMackrOTHKAIIC
VYkpaina»: 02152, m. Kuis, npocnext IlaBna Tuaunn, 1-B. ten.: (044) 585-51-85.

© 2018 I'pyna xommaniit GSK abo ii minensiar.
Toprosi Mapku HajnexaTh ab0 NiIEH3YIOTECS rpynoro koMmnaHid GSK.

Bupobneno [1areon [uk., Kanana

2100 Cinrexc Koprt, Micciccora, Ontapio L5SN 7K9, Kanana
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VOLIBRIS

ambrisentan tablets

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Nonmedicinal Ingredients
Administration Strength
Oiral Tablet, 5 mg and 10 mg Croscarmellose sodium, lactose monohydrate,

lecithin, magnesium stearate, microcrystalline
cellulose, polyvinyl alcohol, talc, titanium
dioxide, macrogol/polyethylene glycol 3350
and FD&C Red #40/Allura Red AC
Aluminum Lake.

INDICATIONS AND CLINICAL USE

VOLIBRIS (ambrisentan tablets) is indicated for treatment of idiopathic (‘primary’)
pulmonary arterial hypertension (IPAH) and pulmonary arterial hypertension (PAH)
associated with connective tissue disease in adult patients with WHO functional class II or III

symptoms.

VOLIBRIS is also indicated for initiation therapy in combination with tadalafil in adult PAH
patients with WHO Functional class II or III symptoms.

VOLIBRIS should only be used by clinicians experienced in the diagnosis and treatment of
IPAH or PAH.

CONTRAINDICATIONS

VOLIBRIS is contraindicated in:

° Patients with a known or suspected hypersensitivity to VOLIBRIS or any of the
ingredients in the formulation (see DOSAGE FORMS, COMPOSITION AND
PACKAGING).

o Pregnancy (see WARNINGS AND PRECAUTIONS, Special Populations, Pregnant
Women).

s Breastfeeding (see WARNINGS AND PRECAUTIONS, Special Populations, Nursing
Women).

o Patients with severe hepatic impairment (with or without cirrhosis) (see WA
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic, and DOSAGE ANRY
ADMINISTRATION).

. Patients with baseline values of hepatic aminotransferases (aspartate a




PRECAUTIONS, Hepatic/Biliary/Pancreatic, and DOSAGE AND
ADMINISTRATION).

o Patients with idiopathic pulmonary fibrosis (IPF), with or without pulmonary
hypertension.

WARNINGS AND PRECAUTIONS

General
There have been no studies to investigate the effect of VOLIBRIS on driving performance or

the ability to operate machinery. Further, a detrimental effect on such activities cannot be
predicted from the pharmacology of the active substance.

Carcinogenesis and Mutagenesis
There are no human data available (see TOXICOLOGY, Carcinogenesis and Mutagenesis).

Hematologic
The development of drug-related decreases in hemoglobin concentration and hematocrit has

been associated with administration of endothelin receptor antagonists and was observed in
clinical studies with VOLIBRIS in monotherapy. There have been cases where this has
resulted in anemia requiring transfusion. These decreases were generally observed within the
first few weeks of treatment with VOLIBRIS, and stabilized thereafter. Anemia is more
common during therapy with VOLIBRIS plus tadalafil than with either VOLIBRIS or tadalafil
alone (see ADVERSE REACTIONS).

Initiation of VOLIBRIS is not recommended for patients with clinically significant anemia
(see Monitoring and Laboratory Tests).

Hepatic/Biliary/Pancreatic

Liver function abnormalities have been associated with pulmonary arterial hypertension.
Hepatic enzyme elevations potentially related to therapy have been observed with endothelin
receptor antagonists (ERAs). Therefore, hepatic function should be evaluated prior to
initiation of VOLIBRIS. Monitor liver function as clinically indicated for patients with
normal liver function or mild hepatic impairment. Initiation of VOLIBRIS is contraindicated
for patients with aminotransferase (alanine aminotransferase, ALT or aspartate
aminotransferase, AST) concentrations greater than 3 times the upper limit of normal (>3x
ULN) or patients with severe hepatic impairment. Patients with ALT/AST levels >2x ULN
were not included in a clinical trial studying co-administration of VOLIBRIS with tadalafil.
VOLIBRIS should be used with caution in patients with moderate hepatic impairment and
monthly monitoring of ALT and AST is recommended (see DOSAGE AND
ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY).

Although the incidence of aminotransferase abnormalities was low, the possibility of serum
aminotransferase elevations associated with VOLIBRIS administration cannot be excluded.
Therefore monthly monitoring of ALT and AST is recommended in partlcularl JARkag

patients such as those with moderate hepatic impairment or those with clinjgf 5
right heart failure, pre-existing liver disease, previous elevations of amingffe
medications or taking concurrent medications known to elevate-a e h
be at increased risk for developing elevated aminotransfefg
develop clinically significant aminotransferase elevatiof
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accompanied by signs or symptoms of hepatic injury (e.g. jaundice), VOLIBRIS thera};y
should be discontinued.

In patients without clinical symptoms of hepatic injury or of jaundice, re-initiation of
VOLIBRIS may be considered following resolution of hepatic enzyme abnormalities. Hepatic
injury and autoimmune hepatitis are known to occur in PAH patients and‘;;fautoantibodies are
frequently found in IPAH. Cases consistent with autoimmune hepatitis, including possible
exacerbation of underlying autoimmune hepatitis, and hepatic injury have been reported with
VOLIBRIS therapy, although the contribution of VOLIBRIS to these events is unclear.

Therefore, patients should be monitored for signs of hepatic injury and caution exercised
when VOLIBRIS is used alone or concomitantly with other medicinal products knownlto be
associated with hepatic injury as the additive effects of VOLIBRIS with these§agents are not
known. Management of autoimmune hepatitis in PAH patients should begoptimized prior to
initiation of VOLIBRIS and during VOLIBRIS therapy. If atientszdevelop signs or symptoms
of hepatitis, or suffer exacerbation of existing autoimmune hepatitis, VOLIBRIS should be

discontinued.

Other ERAs have been associated with aminotransferase (AST, ALT) elevations,
hepatotoxicity, and cases of liver failure. In patients who develop hepatic impairment after
VOLIBRIS initiation, the cause of liver injury should be fully investigated. Discontinue
VOLIBRIS if elevations of liver aminotransferases are >3x ULN or if elevations are
accompanied by bilirubin >2x ULN, or by signs or symptoms of liver dysfunction and other
causes are excluded.

Fluid Retention
Peripheral edema (fluid retention) has been observed with ERAs including VOLIBRIS.

Peripheral edema may also be a clinical consequence of PAH. VOLIBRIS induced a dose-
dependent increased incidence of mild to moderate peripheral edema (see ADVERSE
REACTIONS).

Post-market reports confirm that fluid retention may occur within weeks after starting
VOLIBRIS and, in some cases, has required intervention with a diuretic or hospitalization for
fluid management or decompensated heart failure (see Clinical Trial Adverse Events, Table
1). If patients have pre-existing fluid overload, this should be managed as clinically
appropriate prior to starting VOLIBRIS.

If clinically significant peripheral edema develops during therapy with VOLIBRIS, with or
without associated weight gain, further evaluation should be undertaken to determine the
cause, such as the use of VOLIBRIS or the existence of underlying heart failure. The possible
need for specific treatment or discontinuation of VOLIBRIS therapy should also be evaluated.

Fluid retention/peripheral edema is more common during therapy with VOLIBRIS plus
tadalafil than with either VOLIBRIS or tadalafil alone.

Pulmonary Veno-Occlusive Disease o
If patients develop acute pulmonary edema during initiation of VOLIBRIS##
pulmonary veno-occlusive disease should be considered. & g




Renal
VOLIBRIS has not been studied in individuals with renal impairment. VOLIBRIS does not

undergo significant renal metabolism or renal clearance (excretion), and therefore dose
adjustment is unlikely to be required in patients with renal impairment (see ACTION AND
CLINICAL PHARMACOLOGY, Pharmacokinetics).

Sexual Function/Reproduction

The development of testicular tubular atrophy that was not reversible after 13 or 20 weeks has
been observed in male rats at dose levels of 10 to 300 mg/kg/day, although reduced fertility
and morphologic effects on sperm only occurred at 300 mg/kg/day and were reversible. The
effect on male human fertility is not known (see CLINICAL TRIALS and TOXICOLOGY).

Special Populations

Pregnant Women: The use of VOLIBRIS is contraindicated in pregnant women. Animal
studies in rats and rabbits have shown that VOLIBRIS is teratogenic with reports of increased
incidences of fetal malformations and abnormalities following administration of ERAs
including VOLIBRIS (see TOXICOLOGY, Pregnancy).

Women of child bearing potential should be advised of the risk of fetal harm if VOLIBRIS is
taken during pregnancy. Pregnancy must be excluded before the start of treatment with
VOLIBRIS and prevented thereafter by reliable contraception. Pregnancy tests during
treatment with VOLIBRIS are recommended as clinically indicated.

Women of child bearing potential should be advised to contact their physician immediately if
they become pregnant or suspect they may be pregnant. If pregnancy is to be continued,
VOLIBRIS should be discontinued and alternative treatment should be initiated (see
CONTRAINDICATIONS and TOXICOLOGY, Pregnancy).

Nursing Women: [t is not known whether VOLIBRIS is excreted in human milk. Therefore
breastfeeding is contraindicated in patients taking VOLIBRIS (see CONTRAINDICATIONS).

Pediatrics (< 18 years of age): Safety and efficacy of VOLIBRIS have not been established
in patients under 18 years of age. VOLIBRIS should therefore not be used in this age group
(see TOXICOLOGY).

Geriatrics (> 65 years of age): No dose adjustment is required in patients aged 65 years and
over.

In clinical studies where VOLIBRIS was used in monotherapy, peripheral edema was reported
as dose dependent, was more common and tended to be more severe in patients >65 years of
age. In a subsequent clinical study (AMBITION), incidence of edema for patients on
ambrisentan monotherapy was 19% in patients < 55 years, and 28% for those >55 years of age
(see ADVERSE DRUG REACTIONS, ACTION AND CLINICAL P i
Special Populations and Conditions and DOSAGE AND ADMINISTRA LI

Monitoring and Laboratory Tests

Hemoglobin and Hematocrit
VOLIBRIS has been associated with reductions in he



is recommended that hemoglobin and/or hematocrit levels are measured prior to the initiation
of VOLIBRIS, again at one month, and periodically thereafter as clinically indicated.

Decreases in hemoglobin and/or hematocrit were observed as very common clinical trial
adverse drug reactions (see Table 1). In monotherapy studies, the mean decrease in
hemoglobin from baseline to the end of treatment for patients receiving VOLIBRIS in 12-
week placebo-controlled studies was 0.8 g/dL. Hemoglobin reductions were observed to
persist for 4 years. In combination therapy studies, the incidence of anemia was increased
when VOLIBRIS was dosed in combination with tadalafil (15%), compared to the incidence
of anaemia when ambrisentan or tadalafil were given as monotherapy (7% and 11%,
respectively).

If a clinically significant decrease in hemoglobin or hematocrit is observed, and other causes
have been excluded, discontinuation of VOLIBRIS should be considered.

Liver Function Tests
Liver transaminase levels should be measured prior to initiation of treatment and subsequently

at monthly intervals in vulnerable patients, or generally in any patient as clinically indicated
(see WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

If patients develop clinically significant elevations of transaminases greater than 3x ULN), or
if transaminase elevations are accompanied by signs or symptoms of hepatic injury (such as
nausea, vomiting, fever, abdominal pain, jaundice or unusual lethargy or fatigue) or if
elevations are accompanied by increases in bilirubin 2xULN, treatment with VOLIBRIS
should be stopped.

In patients without clinical symptoms of hepatic injury or jaundice, re-initiation of VOLIBRIS
may be considered following resolution of hepatic enzyme abnormalities (see WARNINGS
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

ADVERSE REACTIONS

Adverse Drug Reaction Overview
The safety of VOLIBRIS has been evaluated in Phase II and Phase III clinical studies totalling

483 patients with PAH who were treated with doses of 1, 2.5, 5, or 10 mg once daily, ranging
in exposure from 1 day to 3.5 years. Overall, VOLIBRIS was well tolerated.

In placebo-controlled 12-week studies, the most commonly (>10%) reported adverse drug
reactions with VOLIBRIS were peripheral edema, headache, and nasal congestion (see Table

1.

In placebo-controlled phase III studies, the proportion of subjects who discontinued because
of adverse events was similar across all treatment groups: 3.0% in the placebo group and 2.3%
in the VOLIBRIS group.

056



hypertension (placebo, 3.8 %; VOLIBRIS, 1.1 %). Treatment-related SAEs occurred with a
similar frequency across all VOLIBRIS treatment groups.

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse drug
reaction rates observed in the clinical trials may not reflect the rates observed in
practice and should not be compared to the rates in the clinical trials of another drug.
Adverse drug reaction information from clinical trials is useful for identifying drug-
related adverse events and for approximating rates.

Experience from Short-term Clinical Studies

The following safety data for VOLIBRIS were obtained from two Phase III 12-week placebo-
controlled studies in subjects with PAH (ARIES-1 and ARIES-2). A total of 197 patients
received VOLIBRIS at doses of 5 or 10 mg once daily and 132 patients received placebo.

The adverse drug reactions observed in ARIES-1 and ARIES-2 are summarized in Table 1.

It

Table 1 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in Short-
Term Studies (ARIES-1 and ARIES-2, integrated analysis)

System Organ Class Placebo VOLIBRIS | VOLIBRIS

Preferred Term (N=132) 5 mg 10 mg
n (%) (N=130) (N=67)

n (%) n (%)

Blood and lymphatic system disorders

Anemia | 205 | 2035 | 230

Cardiac disorders

Palpitations | 323) | 5368 | 3@45)

Gastrointestinal disorders

Constipation 2 (1.5) 4 (3.1 4 (6.0)

Abdominal pain® 1(0.8) 6 (4.6) 4 (6.0)

General disorders and administration site conditions

Peripheral edema 14 (10.6) 24 (18.5) 19 (28.4)

Fluid retention® 4 (3.0) 4 (3.1) 4 (6.0)

Immune System Disorders

Hypersensitivity® | 0 | 108 | 0

Nervous system disorders

Headache | 18(13.6) | 20(154) | 13(19.4)

Respiratory, thoracic and mediastinal disorders

Nasal congestion 2 (1.5) 7(54) 7 (10.4)

Nasopharyngitis 1 (0.8) 7(5.4) 2 (3.0)

Sinusitis 0 4 (3.1) 3 (4.5)

Vascular disorders o

Flushing? | 205 | 5368 |

a) Includes Abdominal Pain Upper b) Includes Fluid Retention, Fluid Overload, and Local $§/%

Drug Hypersensitivity d) Includes Hot Flush.

Adverse drug reactions in short-term monotherapy trials were genera
The higher dose (10 mg) was associated with a high

=J
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headache, nasal congestion, palpitations, constipation sinusitis, anemia, abdominal pain, and
fluid retention. Peripheral edema was the most common adverse drug reaction observed with
VOLIBRIS, and incidence rates varied with age. Among younger patients (<65 years), the
incidence was 18% (28/155) among those receiving VOLIBRIS compared to 13% (13/104)
receiving placebo. Among elderly patients (>65 years), the incidence of peripheral edema was
greater: 36% (15/42) among those receiving VOLIBRIS compared to 4% (1/28) receiving
placebo. The results of such subgroup analyses must be interpreted cautiously.

Experience from Long-term Clinical Studies

The long-term safety (>3 months) of VOLIBRIS in monotherapy was evaluated in 383
patients with PAH in the ARIES-E study, a non-placebo controlled clinical trial extension of
ARIES-1 and ARIES-2. The long-term safety of VOLIBRIS used in combination with
tadalafil was evaluated in 302 patients with PAH in a double-blind, active-controlled clinical
trial (>3 months; median exposure 534 days), AMBITION. The adverse drug reactions
observed were generally consistent with the safety profile of VOLIBRIS used alone. Adverse
drug reactions observed in long-term studies ARIES-E and AMBITION are summarized in
Table 2.

Table 2 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in Long-
term Studies (>3 months), AMBITION and ARIES-E data
ARIES-E AMBITION | AMBITION | AMBITION
Ambrisentan | Combination | Ambrisentan Tadalafil
Monotherapy Therapy Monotherapy | Monotherapy
System Organ ITT) ITT) ITT)
Class N=383 N=302 N=152 N=151
Preferred Term n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 5204 | 4415 | 11 (7) | 17011
Cardiac disorders
Palpitations | 50013 [ 33an [ 23315 | 20(13)
Ear and labyrinth disorders
Tinnitus® HEIGE 8 (3) | 1<) | 0 (0)
Eye disorders
Yisu?.l ) 13 (3) 22(7) 8 (5 7(5)
impairment
Gastrointestinal disorders
Nausea 53 (14) 45 (15) 23(15) 25{15)
Vomiting 30 (8) 35(12) 13 (9) 13 (9)
Constipation 33 (9) 16 (5) 10 (7) 6 (4)
Abdominal pain® 55 (14) 17 (6) 14 (9) 15 (10)
General disorders and administration site conditions
Peripheral edema 168 (44) 135 (45) 58 (38) 43 (28)
Fluid retention® 24 (6) 34 (11) 16 (11) S.(12)
Fatigue 47 (12) 34 (11) 22 (14) e 2%
Asthenia 20 (5) 8 (3) 4(3) Al WA
Immune system disorders (o a0 2
Hypersensitivity® | 13 (3) [ 5(2) | 1 (<) 28, 7 8
Nervous system disorders /] 4., 3

&
5
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ARIES-E AMBITION | AMBITION | AMBITION
Ambrisentan | Combination | Ambrisentan Tadalafil
Monotherapy Therapy Monotherapy | Monotherapy
System Organ ITm) ITm dTT)
Class N=383 N=302 N=152 N=151
Preferred Term n (%) n (%) n (%) n (%)
Headache 96 (25) 125 (41) 51(34) 53 (35)
Dizziness 66 (17) 56 (19) 30 (20) 22(15)
Respiratory, thoracic and mediastinal disorders
Nasal congestion 48 (13) 58 (19) 25 (16) 17 (11)
Nasopharyngitis 58 (15) 51 (17) 31 (20) 23 (15)
Sinusitis 39 (10) 22 (7) 10 (7) 11(7)
Dyspnoea’ 64 (17) 55 (18) 31 (20) 31 (21)
Skin and subcutaneous tissue disorders
Rash® | 21 | 28(9) ] 8 (5) | 9 (6)
Vascular disorders
Flushing” | 236 | 46015 | 22(149 [ 16(11)

a) Tinnitus occurred in the combination therapy and is not considered an ADR of ambrisentan b) Visual impairment includes Vision blurred
and Visual disturbance. c) Abdominal pain includes Abdominal pain upper d) Fluid retention includes Fluid retention, Fluid overload, and
Local swelling e) Hypersensitivity includes Drug hypersensitivity f) Dyspnea includes Dyspnea exertional. g) Rash includes Rash
erythematous, Rash generalised, Rash macular, Rash papular, and Rash pruritic h) Flushing includes Hot flush.

Experience from a Clinical Study with VOLIBRIS Used in Combination with Tadalafil

As described above in Experience from Long Term Clinical Studies, the long-term safety of
VOLIBRIS used in combination with tadalafil was evaluated in a double-blind, active-
controlled clinical trial, AMBITION. The adverse drug reactions observed were generally
consistent with the safety profile of VOLIBRIS used alone (see Table 2). Table 3 below
presents the adverse reactions seen more frequently in the combination of VOLIBRIS with
tadalafil than with either drug alone.

Table 3 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in
AMBITION Long-term Study (>3 months) with 22% Higher Incidence in
the Combination Therapy Arm versus either of the Monotherapy Arms by
Decreasing Incidence in Combination Arm

AMBITION | AMBITION | AMBITION
Combination | Ambrisentan Tadalafil
Therapy Monotherapy | Monotherapy
ITT) darTrT) ITT)
N=302 =152 N=151
Preferred Term n (%) n (%) n (%)
Peripheral edema 135 (45) 58 (38) 43 (28)
Headache 125 (41) 51 (34) 53 (35)
Nasal congestion 58 (19) 25 (16) 17 (11)
Dizziness 56 (19) 30 (20) 22 (15)
Flushing? 46 (15) 22 (14) L0kl
Anaemia 44 (15) 11(7)
Vomiting 35 (12) 13 (9
Rash® 28 (9) 8 (5)
Visual impairment® 22 (7) 8 (5)
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AMBITION | AMBITION | AMBITION
Combination | Ambrisentan Tadalafil
Therapy Monotherapy | Monotherapy
dTT) ITT) dTT)
N=302 N=152 N=151
Preferred Term n (%) n (%) n (%)
Tinnitus 8(3) 1 (<1) 0(0)

a) Flushing includes Hot flush. b) Rash includes Rash erythematous, Rash generalised, Rash macular, Rash papular, and Rash
pruritic. ¢) Visual impairment includes Vision blurred.

In the AMBITION study, the incidence of peripheral edema in elderly patients (265 years)
was 44% (44/101), 37% (18/49) and 29% (16/56) in the VOLIBRIS + tadalafil, VOLIBRIS
monotherapy and tadalafil monotherapy groups respectively, compared to 45% (91/201), 39%
(40/103) and 28% (27/95) in younger patients (<65 years).

Less Common Clinical Trial Adverse Drug Reactions

Adverse drug reactions including these which were less common in VOLIBRIS clinical trials
are presented in Tables 1-3 (see Clinical Trial Adverse Drug Reactions).

Abnormal Hematologic and Clinical Chemistry Findings

Hematologic Changes

In the placebo-controlled Phase III studies in patients with PAH, the mean changes from
baseline (in patients receiving placebo, VOLIBRIS 5 mg and 10 mg, respectively) were
(+0.15, -0.77, -0.93) for hemoglobin and (+0.01%, -2%, -3%) for hematocrit. These changes
were not dose-related in patients receiving VOLIBRIS 5 mg and 10 mg. Marked decreases in
hemoglobin (> 15% decrease from baseline resulting in a value below the lower limit of
normal) were observed in 7% of patients receiving VOLIBRIS and 4% of patients receiving
placebo. Similar decreases in hemoglobin/hematocrit have been observed with other ERAs;
the cause of the decrease is not fully understood, but it is not due to hemorrhage or hemolysis.
The incidence of anemia was increased when VOLIBRIS was dosed in combination with
tadalafil (15% adverse event frequency), compared to the incidence of anaemia when
ambrisentan or tadalafil were given as monotherapy (7% and 11%, respectively). Adverse
events related to anemia, low hemoglobin or low hematocrit appeared to be more frequent
with 10 mg VOLIBRIS than lower doses or placebo. Mean decreases from baseline (ranging
from 0.9 to 1.2 g/dL) in hemoglobin concentrations persisted for up to 4 years of treatment
with VOLIBRIS in the long-term open-label extension of the pivotal Phase III clinical studies.

Clinical Chemistry Changes
A number of patients (19%) showed an increase of YGT (>3x ULN). The clinical significance

1s not known.

Post-Marketing Adverse Drug Reactions
In addition to adverse drug reactions identified from clinical studies, the following adverse
drug reactions were identified during post-approval use of VOLIBRIS Becaysesthesegyents
have been reported voluntarily from a population of unknown size, .r.s‘: Fledine e
cannot be made.
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Cardiac Disorders
Fluid retention and heart failure associated with fluid retention occurring within weeks after

starting VOLIBRIS therapy have been reported post-marketing. In some cases, these events
have required intervention with a diuretic or hospitalization for fluid management or
decompensated heart failure.

Blood and Lymphatic System Disorders
Anemia requiring transfusion.

Hepatobiliary Disorders

Cases of increased hepatic transaminases (AST and ALT >3x ULN), autoimmune hepatitis,
including cases of exacerbation of autoimmune hepatitis, and hepatic injury of unclear
aetiology (including increased blood bilirubin >2x ULN) have been reported during
VOLIBRIS therapy. In the AMBITION study, in a subset of patients without left ventricular
dysfunction, the incidence of liver adverse events (primarily increased levels of liver
enzymes) occurred in 7% of patients of the VOLIBRIS plus tadalafil combination therapy
group, versus in 2% and 5% of patients in the VOLIBRIS monotherapy and tadalafil
monotherapy groups, respectively. The incidence of liver events was similar in patients with
left ventricular dysfunction.

Vascular Disorders
Hypotension.

In the AMBITION study, in a subset of patients without left ventricular dysfunction, the rates
of adverse events potentially indicative of hypotension (hypotension, dizziness, syncope,
presyncope, vasodilatation, blood pressure decreased, orthostatic hypotension, dizziness
exertional, dizziness postural, hypovolemic shock) and the rates of the adverse event of
hypotension itself were: 32% and 8% in the VOLIBRIS+tadalafil arm, compared to 27% and
7% in the ambrisentan, and 27% and 7% in the tadalafil monotherapy arms. Including
patients with left ventricular dysfunction, the rates of adverse events potentially indicative of
hypotension and hypotension itself were: 30% and 8% in the VOLIBRIS+tadalafil arm,
compared to 29% and 7% in the ambrisentan, and 30% and 8% in the tadalafil monotherapy

arms.

DRUG INTERACTIONS

Overview

Studies with human liver tissue indicate that VOLIBRIS (ambrisentan) is metabolized by
uridine 5’-diphosphate glucuronosyltransferases (UGTs) 1A9S, 2B7S, and 1A3S, CYP3A4
and CYP2C19. In vitro studies suggest that VOLIBRIS is a substrate of Organic Anion
Transport Protein (OATP). In vitro studies also show VOLIBRIS is a substrate but not an

inhibitor of P-glycoprotein (P-gp).

In vitro data show that VOLIBRIS at concentrations up to 300puM wg:u arkedly inhibit




OATP1B1, OATP1B3 and sodium-taurocholate co-transporter (NTCP) with ICso values of
47uM, 45uM, and approximately 100uM, respectively. In vitro studies in rat and human
hepatocytes showed no evidence for ambrisentan inhibition of NTCP, OATP, BSEP and
MRP2. Furthermore, VOLIBRIS did not induce MRP2, P-gp or BSEP protein expression in
rat hepatocytes. Taken together, the in vitro data suggest that VOLIBRIS, at clinically relevant
concentrations, would not be expected to have an effect on UGT1A1, UGT1A6, UGT1A9,
UGT2B7 or cytochrome P450 enzymes 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4 or
transport via BSEP, BCRP, P-gp, MRP2, OATP1B1/3, or NTCP.

Drug-Drug Interactions

Table 4 Established or Potential Drug-Drug Interactions
Drug interaction | Level of | Effect Clinical comment
evidence

Cyclosporine A CT The effects of repeat dosing of The dose of VOLIBRIS
cyclosporine A (100 — 150 mg twice should be limited to 5 mg once
daily) on the steady-state daily when co-administered
pharmacokinetics of VOLIBRIS (5 mg | with cyclosporine A (see
once daily), and the effects of repeat DOSAGE AND

dosing of VOLIBRIS (5 mg once daily) | ADMINISTRATION,
on the steady-state pharmacokinetics of | Recommended Dose and
cyclosporine A (100 — 150 mg twice Dosage Adjustment).
daily) were studied in healthy
volunteers. The Cpax and AUC(o— of No dose adjustment of
VOLIBRIS increased (48% and 121%, cyclosporine A is warranted.
respectively) in the presence of multiple
doses of cyclosporine A. The apparent
plasma t» of VOLIBRIS in the presence
of cyclosporine increased by 38% as
compared to VOLIBRIS alone (from
8.36h to 11.5h). No important
differences in the median tmax Were
observed. However, multiple doses of
VOLIBRIS had no clinically relevant
effect on cyclosporine A exposure. It
should be noted that the apparent mean
ti2 value of cyclosporine A increased by
32% from 4.79h (cyclosporine A alone)
to 6.33h in the presence of VOLIBRIS.




Drug interaction

Level of
evidence

Effect

Clinical comment

Phosphodiesterase
inhibitors
(Sildenafil;
Tadalafil)

CT

In healthy volunteers, co-administration
of VOLIBRIS with a phosphodiesterase
inhibitor, (either sildenafil or tadalafil)
did not significantly affect the
pharmacokinetics of the
phosphodiesterase inhibitor or
VOLIBRIS.

The effects of steady-state VOLIBRIS
(10 mg once daily) on the
pharmacokinetics of a single dose of
tadalafil, and the effects of steady-state
tadalafil (40 mg once daily) on the
pharmacokinetics of a single dose of
VOLIBRIS were studied in 23 healthy
volunteers. VOLIBRIS did not have any
clinically relevant effects on the
pharmacokinetics of tadalafil. Similarly,
co-administration with tadalafil did not
affect the pharmacokinetics of
VOLIBRIS.

In healthy volunteers receiving a single
dose of sildenafil (20 mg), daily doses of
VOLIBRIS (10 mg) did not have a
clinically relevant effect on the
pharmacokinetics of sildenafil or the
active metabolite, n-desmethyl sildenafil.
Similarly, daily doses of sildenafil

(20 mg tid) did not have a clinically
relevant effect on the pharmacokinetics
of a single dose of VOLIBRIS (10 mg)
(see ACTION AND CLINICAL
PHARMACOLOGY,
Pharmacokinetics).

The co-administration of
VOLIBRIS with tadalafil was
studied in a multicenter,
double-blind, active-controlled
study. See WARNINGS AND
PRECAUTIONS, ADVERSE
REACTIONS, DOSAGE
AND ADMINISTRATION,
and CLINICAL TRIALS.

Ketoconazole

CT

Steady-state administration of
ketoconazole increased the AUC., and
Cmax 0of VOLIBRIS by 35% and 20%,
respectively. The clinical significance of
these changes is not known.

Patients on 10 mg of
VOLIBRIS while on
ketoconazole should be
monitored closely for any
signs of adverse effects.

Digoxin

cI

The effects of repeat dosing of
VOLIBRIS (10 mg) on the
pharmacokinetics of single dose digoxin
were studied in 15 healthy volunteers.
Multiple doses of VOLIBRIS resulted in
slight but significant increases in digoxin
AUC 0.ast) (16%) and trough
concentrations, and a 29% increase in
digoxin Cpmax. The increase in digoxin
exposure (by 9% of AUC o.«)) observed
in the presence of multiple doses of
VOLIBRIS was not considered clinically
relevant.

No dose adjustment of digoxin
is warranted. However, given
the narrow therapeutic index
of digoxin, caution and
monitoring are recommended.

Oral
contraceptives

CT

In a clinical study in healthy volunteers,
steady-state dosing with VOLIBRIS 10

mg once daily did not significantly affee
the single-dose pharmacokinetic
ethinyl estradiol and norethindrpe
components of a combined ora




Drug interaction

Level of
evidence

Effect

Clinical comment

contraceptive. Based on this
pharmacokinetic study, VOLIBRIS
would not be expected to significantly
affect exposure to oestrogen- or
progestogen- based contraceptives.

The effects of 12 days dosing with
VOLIBRIS (10 mg once daily) on the
pharmacokinetics of a single dose of oral
contraceptive containing ethinyl
estradiol (35 pg) and norethindrone (1
mg) were studied in healthy female
volunteers. The Cpax and AUC ) Were
slightly decreased for ethinyl estradiol
(8% and 4%, respectively), and slightly
increased for norethindrone (13% and 14
%, respectively). These changes in
exposure to ethinyl estradiol or
norethindrone were small and are
unlikely to be clinically significant.

Strong 2C19
inhibitor
(omeprazole)

CT

In clinical studies of patients with PAH,
co-administration of VOLIBRIS and
omeprazole (an inhibitor of CYP2C19)
did not significantly affect the
pharmacokinetics of VOLIBRIS.

No dose adjustment is
warranted.

Rifampin

CT

The effects of acute and repeat dosing of
rifampin (600 mg once daily) on the
steady-state pharmacokinetics of
VOLIBRIS (10 mg once daily) were
studied in healthy volunteers. Following
initial doses of rifampin, a transient
increase in VOLIBRIS AUC(o-r) (121%
and 116% after first and second doses of
rifampin, respectively) was observed.
Apparent plasma ti, of VOLIBRIS
decreased by 50% from 8.28h to 4.59h
when co-administered with rifampin.
However, there was no clinically
relevant effect on VOLIBRIS exposure
by day 8, following administration of
multiple doses of rifampin.

No dose adjustment of
VOLIBRIS is warranted upon
concomitant administration
with rifampin.

Warfarin

CT

In healthy volunteers receiving warfarin,
daily doses of VOLIBRIS (10 mg) did
not have a clinically relevant effect on
prothrombin time (PT), International
Normalized Ratio (INR), or the
pharmacokinetics of S-warfarin
(CYP2C9 substrate) or R-warfarin
(CYP3A4 substrate).

In patients with PAH receiving warfarin-
type anticoagulants, concomitant
administration of VOLIBRIS did not
result in a clinically relevant change in
PT, INR or anticoagulant dose (see
ACTION AND CLINICAL
PHARMACOLOGY,
Pharmacokinetics).

No dose adjustment is
warranted.




Drug interaction | Level of | Effect Clinical comment
evidence

CT, Clinical Trial

Drug-Food Interactions
VOLIBRIS can be taken with or without food (see ACTION AND CLINICAL

PHARMACOLOGY, Pharmacokinetics).

Drug-Herb Interactions
Interactions with herbal products have not been established.

DOSAGE AND ADMINISTRATION

Dosing Considerations

o Treatment should only be initiated by a physician experienced in the treatment of
PAH.

o Assess liver function before starting VOLIBRIS (see WARNINGS AND
PRECAUTIONS, Hepatic/Biliary/Pancreatic, and Monitoring and Laboratory Tests).

o Safety and efficacy of VOLIBRIS have not been established in patients under 18 years
of age. VOLIBRIS should therefore not be used in this age group (see
TOXICOLOGY).

o No dose adjustment is required in patients aged 65 years and over. In clinical
monotherapy studies, peripheral edema was reported as dose dependent and more
common in patients >65 years of age.

o VOLIBRIS treatment should only be initiated in women of child-bearing potential
following a negative pregnancy test and providing they are using a reliable method of
contraception (see CONTRAINDICATIONS; WARNINGS AND PRECAUTIONS,
Special Populations, Pregnant Women).

o VOLIBRIS is contraindicated in patients with severe hepatic impairment and those
with baseline AST or ALT >3x ULN. Patients with ALT/AST levels >2 x ULN were
not included in a clinical trial studying co-administration of VOLIBRIS with tadalafil.
VOLIBRIS should be used with caution in patients with moderate hepatic impairment
(see WARNINGS AND PRECAUTIONS; ACTION AND CLINICAL
PHARMACOLOGY, Pharmacokinetics, and Special Populations and Conditions,
Hepatic Insufficiency).

o In a clinical trial studying co-administration of VOLIBRIS with tadalafil, rates of
adverse events potentially associated with hypotension in a subset of patients without
left ventricular dysfunction were 32% in the combination therapy arm in comparison
with 27% in monotherapy arms. No difference was apparent when including patients
with left ventricular dysfunction, or when considering hypotension alone. See Adverse
Drug Reactions.

o Renal metabolism and excretion of VOLIBRIS is minimal, so dose adjustment is
unlikely to be required in patients with renal impairment.

Recommended Dose and Dosage Adjustment J
VOLIBRIS should be initiated at a dose of 5 mg once daily. Additig
obtained by increasing the dose to 10 mg once daily. Patients with é}‘ Al
connective tissue disease may require 10 mg VOLIBRIS for optim

<
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increasing the dose to 10 mg VOLIBRIS providing the 5 mg dose is well tolerated (see
ADVERSE REACTIONS).

When used in initial combination with tadalafil, the dose of tadalafil should be uptitrated from
20 mg to 40 mg o.d. 4 weeks after initiation and VOLIBRIS should be uptitrated from 5 mg to
10 mg after another 4 weeks, if well tolerated (see CLINICAL TRIALS).

The maximum recommended daily dose is 10 mg.

When co-administered with cyclosporine A, the dose of VOLIBRIS should be limited to 5 mg
once daily (see DRUG INTERACTIONS, Drug-Drug Interactions, Cyclosporine A).

VOLIBRIS can be administered with or without food.

Missed Dose

If a dose of VOLIBRIS is missed, the patient should be advised to take it as soon as they
remember, and then continue with the next dose at the regular interval. Two doses should not
be taken at the same time to make up for a missed dose.

OVERDOSAGE

There is currently no experience with overdosage of VOLIBRIS. No specific antidote is
available. In healthy volunteers, single doses of 50 and 100 mg (5 to 10 times the maximum
recommended dose) were associated with headache, flushing, dizziness, nausea, and nasal

congestion.

Due to the mechanism of action of VOLIBRIS, an overdosage of VOLIBRIS could potentially
result in hypotension. In the case of pronounced hypotension, active cardiovascular support
may be required.

For management of a suspected drug overdose contact your regional Poison Control
Centre

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

VOLIBRIS (ambrisentan) is an orally active, propanoic acid-class, endothelin receptor
antagonist (ERA) that is selective for the endothelin type A (ETa) receptor. Selective
inhibition of the ETa receptor inhibits phospholipase C-mediated vasoconstriction and protein
kinase C-mediated cell proliferation, while preserving nitric oxide and prostacychn
production, cychc GMP and cychc AMP- medlated vasodilation, and :o,..- elin

Pharmacodynamics

Cardiopulmonary Hemodynamics
Invasive hemodynamic parameters were assessed in patients with
hypertension (PAH) at baseline and after 12 weeks (n=29) in a Phdsé
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index for treatment with VOLIBRIS 5 mg and 10 mg was increased by 0.5 L/min/m? (95% CI:
-0.01 to 0.95; p=0.0518) and 0.4 L/min/m? (95% CI: -0.02 to 0.76; p=0.0560), respectively.

The mean pulmonary artery pressure for treatment with VOLIBRIS 5 mg and 10 mg were -
4.3 mmHg (95% CI: -8.0 to -0.6; p=0.0272) and -13.3 mmHg (95% CI: -26.1 to -0.6;
p=0.0460), respectively. The mean pulmonary vascular resistance for treatment with
VOLIBRIS 5 mg and 10 mg were -3.5 mmHg/L/min (95% CI: -6.0 to -0.94; p=0.0131) and -
4.3 mmHg/L/min (95% CI: -11.3 to 2.7; p=0.1179), respectively. There was no significant
reduction in mean right atrial pressure.

B-type Natriuretic Peptide

Two Phase III placebo-controlled studies demonstrated that plasma concentrations of BNP in
patients who received VOLIBRIS for 12 weeks decreased by 29% in the 2.5 mg, 30% in the
5 mg, and 45% in the 10 mg group (p < 0.001 for each dose group) and increased by 11% in

the placebo group.

In patients with PAH who received combination therapy with VOLIBRIS and tadalafil in the
AMBITION study, greater decreases from baseline in N-terminal pro-B-type natriuretic
peptide (NT-pro-BNP) were observed relative to VOLIBRIS monotherapy (geometric least-
squares mean percent decreases of 67% versus 56%, respectively; p = 0.0111) or versus
tadalafil monotherapy (44% decrease; p < 0.0001).

The decrease in NT-pro-BNP was observed early (Week 4) and was sustained through Week
24.

Cardiac Electrophysiology

In a randomized, positive- and placebo-controlled, parallel-group study, healthy subjects
received either VOLIBRIS 10 mg daily followed by a single dose of 40 mg, placebo followed
by a single dose of moxifloxacin 400 mg, or placebo alone. VOLIBRIS 10 mg daily had no
significant effect on the QTc interval. The 40 mg dose of VOLIBRIS increased mean QTc at
tmax by 5 ms with an upper 95% confidence limit of 9 ms. The effect of concomitant therapy
of VOLIBRIS with metabolic inhibitors of ambrisentan (i.e. ketoconazole, cyclosporine A) on
QT prolongation is unknown (see DRUG INTERACTIONS).

Pharmacokinetics

Absorption: VOLIBRIS (ambrisentan) is absorbed rapidly in humans. The absolute
bioavailability of VOLIBRIS is not known. After oral administration, maximum plasma
concentrations (Cmax) of VOLIBRIS typically occurs between 1 and 2 hours post dose under
both fasted and fed conditions. Cmax and area under the plasma concentration-time curve
(AUC) increase dose proportionally over the therapeutic dose range. Steady-state is generally
achieved following 4 days of repeat dosing.

A food-effect study involving administration of VOLIBRIS to healthy volunteers under
fasting conditions and with a high-fat meal indicated that the Cmax was decreased 12% while
the AUC remained unchanged. This decrease in peak concentratlon is not ¢ ]

the range of 0.2 - 20 pg/mL. VOLIBRIS is pnmarlly bound to alb
lesser extent to alphaj-acid glycoprotein.



The distribution of VOLIBRIS into red blood cells is low, with a mean blood:plasma ratio of
0.57 and 0.61 in males and females, respectively.

Metabolism: VOLIBRIS (ambrisentan) is primarily glucuronidated via several UGT
1soenzymes (UGT1A9S, UGT2B7S, and UGT1A3S) to form ambrisentan glucuronide (13%).
To a lesser extent, ambrisentan also undergoes oxidative metabolism mainly by CYP3A4 and
to an even lesser extent by CYP3AS and CYP2C19 to form 4-hydroxymethyl ambrisentan
(21%) which is further glucuronidated to 4-hydroxymethyl ambrisentan glucuronide (5%).
The binding affinity of 4-hydroxymethyl ambrisentan for the human endothelin receptor is 65-
fold less than ambrisentan. Therefore at concentrations observed in the plasma
(approximately 20% relative to parent ambrisentan), 4-hydroxymethyl ambrisentan is not
expected to contribute to pharmacological activity of ambrisentan.

Interaction of VOLIBRIS with UGTs, cytochromes and drug transporters have been studied in
vitro (see DRUG INTERACTIONS, Drug-Drug Interactions).

Excretion: VOLIBRIS (ambrisentan) and its metabolites are primarily found in the feces
following hepatic and/or extra-hepatic metabolism. Approximately 22% of the administered
dose is recovered in the urine following oral administration with 3.3% being unchanged
ambrisentan. The half-life after multiple dosing is approximately 15 hours (range 13.6 to
16.5 hours) in healthy volunteers and 9 to 15 hours in PAH patients. The mean oral clearance
of ambrisentan is 38 mL/min and 19 mL/min in healthy subjects and in PAH patients,
respectively.

Special Populations and Conditions

Pediatrics: Safety and efficacy of VOLIBRIS have not been established in patients under 18
years of age.

Geriatrics: Based on the results of a population pharmacokinetic analysis in healthy
volunteers and patients with PAH, the pharmacokinetics of VOLIBRIS were not significantly
influenced by age (see DOSAGE AND ADMINISTRATION).

Gender: Based on the results of a population pharmacokinetic analysis in healthy volunteers
and patients with PAH, the pharmacokinetics of VOLIBRIS were not significantly influenced
by gender.

Hepatic Insufficiency: The pharmacokinetics of VOLIBRIS in patients with severe hepatic
impairment or with clinically significant elevated hepatic transaminases has not been studied.
However, since the main routes of metabolism of VOLIBRIS are glucuronidation and
oxidation with subsequent elimination in the bile, hepatic impairment might be expected to
increase exposure (Cmax and AUC) of VOLIBRIS, however the magnitude of this and any
effect on safety and efficacy has not been evaluated. Therefore, VOLIBRIS is contra1nd1cated

in patients with severe hepatic impairment or levels of ALT/AST >3x ULN. Ratienfs with
ALT/AST levels >2 x ULN were not included in a clinical trial studying rra it fon of
VOLIBRIS with tadalafil. VOLIBRIS should be used with caution in 43

hepatic impairment (see WARNINGS AND PRECAUTIONS, Hepat d

DOSAGE AND ADMINISTRATION).



—

Renal Insufficiency: No pharmacokinetic studies have been conducted in renally impaired
patients. However, the renal excretion of VOLIBRIS is minimal, therefore renal impairment
should not significantly increase exposure to VOLIBRIS.

STORAGE AND STABILITY

Store between 15-30°C.

DOSAGE FORMS, COMPOSITION AND PACKAGING

VOLIBRIS 5 mg film-coated tablets are square, pale pink tablets engraved with ‘GS’ on one
side and ‘K2C’ on the other.

VOLIBRIS 10 mg film-coated tablets are oval, deep pink tablets engraved with ‘GS’ on none
side and ‘KE3’ on the other.

Each film-coated tablet contains the following non-medicinal ingredients:
croscarmellose sodium, FD&C Red #40/Allura Red AC Aluminum Lake, lactose
monohydrate, lecithin, macrogol/polyethylene glycol 3350, magnesium stearate,
microcrystalline cellulose, polyvinyl alcohol, talc, and titanium dioxide.

VOLIBRIS tablets are available in blister packs of 30 tablets.

OAPMACKIOTIKANC
YEPATHA"
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PART II: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION
Drug Substance
Proper name: ambrisentan

Chemical name: (+)-(25)-2-[(4,6-dimethylpyrimidin-2-yl)oxy]-3-methoxy-3,3-
diphenylpropanoic acid

Molecular formula and molecular mass: Ca2H22N204, 378.42

Q COOH CH,

3

Physicochemical properties: Ambrisentan is a white to off-white, crystalline solid. It
is a carboxylic acid with a pKa of 4.0. Ambrisentan is
practically insoluble in water and in aqueous solutions at
low pH. Solubility increases in aqueous solutions at
higher pH. In the solid state ambrisentan is very stable,
is not hygroscopic, and is not light sensitive.

Structural formula:

Hs




CLINICAL TRIALS

Pivotal Trials for Treatment of Pulmonary Arterial Hypertension

Study demographics and trial design

~
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Table 5 Summary of the Design and Patient Demographics in Clinical Trials of
VOLIBRIS Tablets in Patients with Pulmonary Arterial Hypertension
(PAH)

Study Trial design Dosage, route of | Study subjects | Mean age | Sex PAH
administration (n=number (range) Etiolo
and duration randomized) gy

n (%)

ARIES-1 Phase III, randomized, | 5 mgand 10 mg Placebo: n=67 | 50.1 Male: 33 IPAH

double-blind, placebo- | tablets taken 5 mg: n=67 (17-82) (16.4%) *: 126
controlled, multicentre, | orally q.d. for 10 mg: n=67 Female: 168 | (62.7
multinational 12 weeks (83.6%) %)
Non-
IPAH:
75
373
%)
ARIES-2 Phase III, randomized, | 2.5 mgand 5mg | Placebo:n=65 | 50.9 Male: 49 IPAH
double-blind, placebo- | tablets taken 2.5 mg: n=64 (20-81) (25.5%) *. 125
controlled, multicentre, | orally q.d. for 5 mg: n=63 Female: 143 | (65.1
multinational 12 weeks (74.5%) %)
Non-
IPAH:
67
(34.9
%)
AMBITION | Phase III/IV, ambrisentan 10 Combination 55.7 Male: 144 IPAH
randomized, double mg + tadalafil 40 | ambrisentan + (18-75) (24 %) *:330
blind, active-controlled, | mg, ambrisentan tadalafil: n=302 Female: 461 | (54.6
multicentre, 10 mg, or tadalafil (76 %) %)
multinational 40 mg taken Ambrisentan Non-
orally q.d.. monotherapy: IPAH:
Ambrisentan was | n=152 274
initiated at 5 mg (45.4
for 8 weeks and Tadalafil %)
tadalafil at 20 mg | monotherapy:
for 4 weeks, up- n=151
titrated if
tolerated

*IPAH = idiopathic PAH

VOLIBRIS Monotherapy for the Treatment of PAH

Two randomised, double-blind, multi-centre, placebo controlled, Phase III pivotal studies

were conducted (ARIES-1 and ARIES-2). The design and patient demographics are shown in

Table 5 In both studies, VOLIBRIS was added to patlents suppomve/back 0

endpoint was 6-minute walk distance (6MWD). In addmon chmcal oi" :
functional class, Borg Dyspnea Index and SF-36 Health Survey were a$




Non-IPAH was predominately associated with connective tissue disease, and a few percent
associated with anorexigen use or HIV infection. The majority of patients had WHO

functional Class II (38%) or Class III (55%) symptoms.

Study results

The primary endpoint defined for these studies was improvement in exercise capacity assessed
by change from baseline in 6 MWD at 12 weeks. In both studies, treatment with VOLIBRIS
resulted in a statistically significant improvement in 6MWD for each dose of VOLIBRIS as
shown in Table 6. The improvement in exercise capacity was evident after 4 weeks of
treatment and was maintained at week 12 of the double-blind treatments as illustrated in

Figure 1.
Table 6 Changes from Baseline in 6-minute Walk Distance (metres) at Week 12
in Phase lll studies (ldiopathic and Non-ldiopathic PAH Patients: see
also Table 10)
ARIES-1 ARIES-2
Placebo 5 mg 10 mg Placebo 2.5 mg 5 mg
(N=67) (N=67) (N=67) (N=65) (N=64) (N=63)
Baseline 341.9+73.47 | 339.6+76.68 | 341.5+7828 | 342.7+85.93 | 347.3+£83.81 | 355.3+£84.45
Mean change -7.8+78.88 22.8+82.98 43.6 £65.91 -10.1+93.79 22.2+82.67 49.4 +75.36
from baseline
Median change 0.5 21.1 32.5 -3.5 27.5 40.0
from baseline
Placebo adjusted 30.6 514 323 594
mean change
from baseline
95% CI 2.9,583 26.6,76.2 1.5,63.1 29.6, 89.3
-valuef 0.008 <0.001 0.022 <0.001

Mean + standard deviation
T p-values are Wilcoxon rank sum test comparisons of VOLIBRIS to placebo at Week 12 stratified by idiopathic PAH and

non-idiopathic PAH patients

Figure 1

Idiopathic and Non-ldiopathic PAH Patients

Mean Change in 6-minute Walk Distance (Phase lll Studies) in

ARIES-1
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60 -

—e—Placebo

Baseline

Week 4

Week 8

Week 12

Mean change from baseline in 6-minute walk distance in the placebo and VOLIBRIS groups

Values are expressed as mean + standard error of mean.

Symptoms of PAH were assessed using Borg Dyspnea Index (BDI), WHO functional class

and SF-36 Health Survey physical functioning scale. Treatment with VOLIBRIS led to
statistically significant improvements in BDI at week 12 (Table 7). Improvements in the
physical functioning scale (SF-36) were also observed, however, were not statistically

<
=
-3
S

significant.
Table 7 Summary of Secondary Endpoints from Study ARIES-1 and ARIES-2 at
12 Weeks (Population ITT)
ARIES-1 ARIES-2
Placebo Ambrisentan Ambrisentan Placebo Ambrisentan Ambrisentan
Smg 10 mg 2.5 mg 5 mg

Change in Change from 0.0 -0.3 -0.9 0.8 -0.2 -0.4
Borg baseline to (-0.55, 0.54) (-0.79, 0.16) (-1.3,-0.41) (0.17, 0.54) (-0.74, 0.34) (-0.87,0.14)
Dyspnea Week 12
Index (BDI) | Comparison -0.3 -0.9 -1.0 -1.2

vs placebo, (-1.0,0.4) (-1.6,-0.2) (-1.9,-0.2) (-2.0, -0.4)

point estimate p=0.316 p=0.002 p=0.046 p=0.040

(95% CI) - + + +
Change in Improved 16 (23.9%) 19 (28.4%) 20 (29.9%) 11 (16.9%) 10 (15.6%) 9 (14.3%)
WHO Deteriorated 11 (16.4%) 1 (1.5%) 3 (4.5%) 12 (18.5%) 3 (4.7%) 2 (3.2%)
Class, N Comparison p=0.0726 p=0.0957 p=0.2058 p=0.1872
(%) with placebo! - - - -
Change in Change from 1.82 (9.25) 1.88 (8.68) 4.79 (7.90) -0.15 (7.29) 3.78 (7.63) 2.97 (7.79)
SF-36 baseline, Mean
Physical (SD)
component | Comparison p=0.992 p=0.056 0.005 0.052
summary with placebo - - + -

! Based on analysis of 7-point change from baseline scale
+ statistically significant result, - not statistically significant

VOLIBRIS delayed clinical worsening (the measure included a benefit for both death and
hospitalization for PAH), although this did not reach a level of statistical 51gmﬁcance Time
to clinical worsening of PAH was defined as the time from randomizatjgmstt®thesf
occurrence of death, lung transplantation, hospitalization for PAH, a#f¥:
discontinuation due to the addition of other PAH therapeutic agent®, é;
due to two or more early escape criteria (see Table 8).
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Table 8 Summary of Clinical Worsening of PAH Events from Study ARIES-1 and
ARIES-2 at 12 Weeks (Population ITT)
Treatment Group B ETES-1 ARTES
Placebo Ambrisentan Ambrisentan Placebo Ambrisentan Ambrisentan
S5m 10 m 2.5m Sm

BRERE {e) (N=67) (N=6g7) (N=6$) (N=65) (N=64g) (N=6§)
Death 2 (3.0) 1(1.5) 1(1.5) 3 (4.6) 2(3.1) 0(0.0)
Lung transplantation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Hospitalization for PAH 2(3.0) 2 (3.0) 2 (3.0) 9(13.8) 34.7) 23.2)
Atrial septostomy 0(0.00) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Study discontinuation due to 1(L.5) 0(0.0) 1(1.5) 0(0.0) 0(0.0) 0(0.0)
addition PAH treatment
Escape criteria 3(4.5) 0 (0.0) 2(3.0) 7(10.8) 2(3.1) 1(1.6)
Total subjects with >1 events 6(9.0) 3(4.5) 3(4.5) 14 (21.5) 3(4.7) 3(4.8)
p-value 0.4925 0.4925 0.008 0.008

(ambrisentan vs placebo)*

*Fisher exact test comparison to placebo

In the ARIES studies, those patients with WHO functional class II symptoms at baseline had a

mean BDI 0f:2.98, a mean 6MWD of 375 m; 47% had a 6MWD of more than 400 m. Those

with WHO functional class III symptoms had a mean BDI of 4.38 and a mean 6MWD of

330 m at baseline.

In patients with class II and class III symptoms, increases in mean 6MWD were observed with
5 mg and 10 mg VOLIBRIS compared to placebo after 12 weeks treatment (Table 9).
Improvement in secondary endpoints also supported efficacy in both WHO functional class II

and class III patients.

Table 9 Improvement in 6MWD at Week 12 in Phase lll Studies in patients with

WHO Functional Class Il symptoms or WHO Functional Class Il
symptoms (Population ITT)

ARIES-1 ARIES-2
Placebo VOLIBRIS VOLIBRIS Placebo VOLIBRIS VOLIBRIS
5 mg 10 mg 2.5 mg S mg
WHO Change in -0.3 +26.6 +43.4 -7.3 +37.0 +61.4
ClassII | 6MWD from (-19.3, 18.7) (-1.0, 54.2) (17.6, 69.2) (-45.9,31.4) (9.1,64.9) (31.3,91.5)
baseline to Week
12, mean (95%
CI)
Placebo-Adjusted 27.0 43.7 +44.2 +68.6
improvement in (-4.8,58.7) (12.8, 74.7) (-1.1, 89.6) (21.5,115.8)
6MWD, mean p=0.0460 p=0.0072 p=0.0624 p=0.0104
(95% CI)
WHO Change in -15.2 +18.7 +42.2 -15.2 +6.2 +38.3
Class Il | 6MWD from (-45.0, 14.5) (-5.8,43.3) (21.0, 63.4) (-48.3, 17.8) (-26.2,38.7) (11.7, 64.9)
baseline to Week
12, mean (95%
CI)
Placebo-Adjusted +34.0 +57.4 214 535
improvement in (-4.1,72.1) (20.5,94.3) (-24.8,67.7) (11.2,95.8)
6MWD, mean p=0.0624 p=0.0187 p=0.4500 p=0.0217
(95% CI)

A summary of the 6-Minute Walk Distance (6MWD) change from b

provided in Table 10.

a o
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Table 10 Summary of 6-Minute Walk Distance Change from Baseline to Week 12
by PAH Stratification using LOCF (Population: ITT)

ARIES-1 ARIES-2
Treatment Group Placebo VOLIBRIS VOLIBRIS Placebo YOLIBRIS VOLIBRIS
5 mg 10 mg 2.5 mg 5 mg
b TPATE R b A R R A B SN S T N N R SRR
Change from N 43 42 41 42 42 41
tl’gselme AL v 63 (82.14) | 36.6(85.42) | 506 (58.22) 206 35.7(67.97) | 55.1(86.58)
(SD) (101.23)
Comparison Point 429 56.9 56.3 75.7
versus placebo estimate
p-value' 0.005 <0.001
e Non-TRABRE A A R e SR O 0% S AT St e
Change from N 24 23 22
baseline to Week
12
Mean -10.6 (74.32) | -0.4 (74.69) | 32.4(76.38) 9.1(76.77) | -3.5(102.10) | 38.6 (47.96)
(SD)
Comparison Point 10.2 43.0 -12.6 29.5
versus placebo estimate
p-value! 0.4965 0.0487 1.000 0.170

I'Wilcoxon rank sum test stratified by IPAH and non-IPAH subjects

VOLIBRIS in Combination with Tadalafil for the Treatment of PAH

The effect of initial combination therapy with VOLIBRIS and tadalafil was investigated in a
multicenter, double-blind, active-controlled study that compared the combination of
VOLIBRIS and tadalafil to VOLIBRIS or tadalafil monotherapy in patients with WHO
functional class II-III PAH. The study enrolled 610 patients; 605 patients received at least one
dose of study drug and 500 met the criteria for the primary efficacy analysis. Patients were
randomized 2:1:1 to once daily VOLIBRIS 10 mg + tadalafil 40 mg, VOLIBRIS 10 mg, or
tadalafil 40 mg. VOLIBRIS was initiated at 5 mg for 8 weeks and tadalafil at 20 mg for 4
weeks, then each was up-titrated if tolerated. In the primary efficacy analysis, 226 patients
(89%) treated with VOLIBRIS + tadalafil had an up-titration of the tadalafil dose from 20 to
40 mg, and 220 (87%) patients had an up-titration of the VOLIBRIS dose from 5 mg to 10

mg.

The primary study endpoint was time to first clinical failure event. Secondary endpoints were
change in NT-pro-BNP, percentage of patients with satisfactory clinical response, and change
from baseline 6MWD, all assessed at Week 24 (see ACTION AND CLINICAL
PHARMACOLOGY).

Patients enrolled in the study had idiopathic PAH (53%), heritable PAH (3%), or PAH
associated with connective tissue diseases, congenital heart disease, HIV infection, or drugs or
toxins (APAH, 44%). Median time from diagnosis to first study drug administration was 22
days. Approximately 31% and 69% of patients were in WHO functional class II and III,
respectively. The mean patient age was 54.4 years (32% were >65 years old). Most patients
were white (90%) and female (78%); 46% were North American. For the primary efficacy
analysis, median exposure to combination treatment was 534 days.

Time to Clinical Failure
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Time to clinical failure of PAH was a composite endpoint defined as time to the first
occurrence of death (all-cause), hospitalization for worsening PAH, disease progression, or
unsatisfactory long-term clinical response. Hospitalization for worsening PAH was defined as
any hospitalization for worsening PAH, lung or heart/lung transplant, atrial septostomy, or
initiation of parenteral prostanoid therapy. Disease progression was defined as >15% decrease
from baseline in 6 MWD combined with WHO functional class III or IV symptoms (at 2
consecutive post-baseline visits separated by >14 days). Unsatisfactory long term clinical
response was defined as any reduction in 6 MWD below baseline combined with an
assessment of functional class III status measured at visits 6 months apart.

Patients treated with VOLIBRIS + tadalafil experienced a significant reduction in risk of
clinical failure versus patients treated with VOLIBRIS monotherapy (p=0.0004) or tadalafil
monotherapy (p=0.0045). The reduction in risk of a clinical failure event was 52% (HR= 0.48,
95% CI: 0.31, 0.72) on combination therapy versus VOLIBRIS monotherapy, and 47%
(HR=0.53, 95% CI: 0.34, 0.83) versus tadalafil monotherapy. The Kaplan-Meier plots of time
to clinical failure for combination therapy versus each monotherapy are shown in Figure 2; the
summary of primary endpoint events is shown in Table 11.

Figure 2 Time to Clinical Failure, VOLIBRIS + Tadalafil Combination Therapy

versus VOLIBRIS or Tadalafil Monotherapy (Adjudicated) in the
AMBITION Study
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f VOLIBRIS + tadalafil combination therapy to the individual monotherapy.

Table 11 Summary of Primary Endpoint Events (Adjudicated) in the AMBITION
Study
VOLIBRIS + Tadalafil VOLIBRIS Tadalafil Monotherapy
(N=253) Monotherapy (N=121)
N=12
n (%) ( 6 n (%)
n (%)
Component as First Clinical Failure Event
Death (All-Cause) 9 (4%) 2 (2%) 6 (5%)
Hospitalization for 10 (4%) 18 (14%) 12 (10%)
Worsening PAH
Disease Progression 10 (4%) 12 (10%) 4 (3%)
Unsatisfactory Long-term 17 (7%) 11 (9%) 12 (10%)
Clinical Response

The results for analyses of time to adjudicated clinical failure and to the first of each component
of clinical failure are shown in Figure 3.

Figure 3

Analysis of Adjudicated Events in the AMBITION Study
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Efficacy of initial combination treatment with VOLIBRIS + tadalafil on time to clinical failure
was seen across the following subgroups of interest: etiology of PAH (IPAH/HPAH and non-
IPAH, Baseline WHO FC (11, III), region (North America, rest of world (predominantly
European subjects)), Baseline age group (< 65, > 65 years), Baseline age group above or
below study median age, sex, and Baseline 6 MWD above or below study median 6MWD.
Each subgroup analysis showed a reduction in risk with combination therapy relative to the
individual monotherapies in all subgroups, with the exception of the male subgroup, in which
reduction in risk was not observed with combination therapy relative to tadalafil monotherapy.
This may be a statistical artifact due to the relatively low number of male participants (n=122)
in the study.

Supportive analyses of time to first adjudicated clinical worsening event (death,
hospitalization for worsening PAH, and disease progression) were performed. Patients treated
with VOLIBRIS + tadalafil had a lower risk of having a first adjudicated clinical worsening
event at any time from baseline to final assessment visit compared with patients treated with
VOLIBRIS or tadalafil monotherapy. These risk reductions amounted to a statistically
significant 56% in comparison with ambrisentan monotherapy (HR=0.443, 95% CI: 0.279,
0.704, p=0.0004), and a statistically non-significant 39% in comparison with tadalafil
monotherapy (HR=0.611, 95% CI: 0.364, 1.028, p=0.0607).

Clinical Response
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monotherapy group (27%, p=0.0321, odds ratio 1.723, 95% CI: 1.047, 2.833). The difference
in satisfactory clinical response between combination therapy and VOLIBRIS monotherapy
(31%, p=0.1518, odds ratio 1.424, 95% CI: 0.878, 2.308) was not statistically significant.

Exercise Ability

The observed improvement from baseline in median 6MWD at Week 24 was higher with
combination therapy (from 357.0 m to 414.0 m) than with VOLIBRIS monotherapy (from
368.5 m to 407.0 m) or with tadalafil monotherapy (from 363.3 m to 392.0 m). Statistical
analysis using imputed data showed that the difference between median change in the
combination therapy group (49.0m, 95% CI: 39.0, 57.5) and the VOLIBRIS monotherapy
group (27.0 m, 95% CI: 12.5, 38.0) was statistically significant (p=0.0005), and so was the
difference with the tadalafil monotherapy group (22.7 m, 95% CI: 16.5, 35.5; p=0.003).

Figure 4 Median Change from Baseline in 6-Minute Walk Distance (meters) in the
AMBITION Study

601 - Combination
- Volibris monotherapy
=& Tadalafil monotherapy

50+

40

30+

Meters

20~

10+

Error bars represent 85% confidence intervals

Hepatic Safety

Hepatic function was assessed in clinical studies. In ARIES 1 and 2, there were no cases of
aminotransferase abnormalities >3x the upper limit of normal (ULN) in 262 patients receiving
VOLIBRIS compared with three cases (out of 132) in patients receiving placebo (2.3%). The
cumulative incidence of serum aminotransferase abnormalities >3x ULN in all Phase II and IIT
(including extension) studies was 3.5% (17 of 483 subjects over a mean exposure duration of
79 5 weeks) In the ARIES E open label long term extension study of ARIES- | .and ARIES-2
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AST) abnormalities >3x ULN when VOLIBRIS was used in combination with tadalafil was
4% (10 of 253 patients), versus 2% (2 of 126 patients) when VOLIBRIS was used in
monotherapy, versus 3% (3 of 121 patients when tadalafil was used in monotherapy.
Incidence rates were similar when considering populations with left ventricular dysfunction.

DETAILED PHARMACOLOGY

Ambrisentan is a specific, competitive endothelin receptor antagonist, with ETa receptor
selectivity. This pharmacologic property is the primary mode of action of ambrisentan.

Pharmacological activity of ambrisentan has been evaluated in a series of assays and animal
models.

Primary Pharmacodynamics: /n vitro studies using membrane preparations from human
ventricular myocytes, showed that ambrisentan is an endothelin antagonist with a K of 16 pM
against ETa receptors. The selectivity of ambrisentan for ETa receptors over ETp receptors is
about 4000-fold. The relative affinity of the R-enantiomer was markedly weaker as compared
to the value for the S-enantiomer.

In vivo studies have been performed in a rat model of endothelin-induced hypertension.
Ambrisentan dose-dependently (1, 3, or 10 mg/kg p.o.) reduced the increases in arterial
pressure resulting from endothelin (Big ET-1) infusion.

No studies were performed on the pharmacodynamic effects of ambrisentan in animal models
of pulmonary hypertension.

Secondary Pharmacodynamics: When tested for specificity using a battery (100) of
receptors and ion channels, ambrisentan at 10 uM was not active (< 50% inhibition). The R-
enantiomer and 4-hydroxymethyl metabolite of ambrisentan were also inactive in a similar
specificity panel.

In normotensive rats, oral administration of 300 mg/kg of ambrisentan or intravenous
administration of 100 mg/kg ambrisentan caused initial increases in arterial pressure and heart
rate that were followed by sustained reductions in these cardiovascular parameters.

In normotensive dogs, oral administration of 1, 10, and 100 mg/kg of ambrisentan caused
dose-dependent reductions in arterial pressure that were not compensated for by increased
heart rate.

Safety Pharmacology: Safety pharmacology studies were conducted to examine the effect of
ambrisentan on the central and peripheral nervous system, cardiovascular and respiratory,
gastrointestinal and renal systems, as well as cardiac conductivity (hERG cell current and
guinea pig papillary muscle), uterine smooth muscle contractility, blood coagula’uon and
spleen cell mitogenicity. Ny
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suggests minimal risk for off-target biological effects; however, large single doses of
ambrisentan could lower arterial pressure and have the potential for causing hypotension and
symptoms related to vasodilation. In addition, in rats, ambrisentan (single i.v. or oral doses)
reduced renal sodium, chloride and calcium excretion rates in a dose-dependent manner.

No pharmacodynamic drug interaction studies were performed.

Long-term Treatment

Eligible Patients from the two pivotal studies, ARIES-1 and ARIES-2, were enrolled into an
open-label extension study: ARIES-E. The main purpose of ARIES-E was to evaluate the
incidence and severity of adverse events associated with long-term exposure to VOLIBRIS,
including the effects on serum amino transferases. Patients who received VOLIBRIS in
ARIES-1 and ARIES-2 remained on their current dose at enrolment into ARIES-E, whereas
patients who received placebo were randomized to VOLIBRIS 2.5 mg, 5 mg or 10 mg once
daily (N=383). Patients could be up-titrated or down-titrated and could receive prostanoid
drugs approved for PAH therapy as needed in the course of ARIES-E (13% of patients
required prostanoid therapy). Of the 96 patients on 2.5 mg, 190 on 5 mg and 97 on 10 mg at
randomization, 82%, 68% and 49% remained in the study at 1, 2 and 3 years, respectively and
91%, 83%, 79% of these patients were on VOLIBRIS monotherapy during these time periods.

Survival

In ARIES-E, patients who were treated with VOLIBRIS (2.5 mg, 5 mg, or 10 mg once daily),
Kaplan-Meier estimates of survival at 1, 2, and 3 years were 93%, 85%, and 79%,
respectively. Of the patients who remained on VOLIBRIS for up to 3 years, the majority
received no other treatment for PAH as mentioned above. A dose-response relationship was
not observed. These uncontrolled observations do not allow comparison with a group not
given VOLIBRIS and cannot be used to determine the long-term effect of VOLIBRIS on

mortality.

Safety

In general, no new or unexpected adverse events were observed during the long-term
extension of ARIES-1 and ARIES-2 which had lasted 12 weeks. Of the 67 (18%) deaths
during the extension study, six serious adverse reactions observed in four patients (N=32;
13%) were considered by the investigators to be causally related to VOLIBRIS.

An adverse event led to permanent discontinuation of 85 (22%) patients due mainly to
worsening of pulmonary hypertension (5.2%) and right ventricular failure. Sixteen (4%)
subjects had ALT and/or AST elevation >3 times the upper limit of normal which led to
discontinuation of only one patient. Decrease in hemoglobin persisted for thesfiff-8#ation of
treatment. Patients on warfarin or other anticoagulants had no chmcally ‘ oS
mean PT or INR.
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TOXICOLOGY

Repeat Dose Toxicity: The principal findings in repeat dose toxicity studies in mice and rats
with VOLIBRIS (ambrisentan) are in part attributed to exaggerated pharmacology and include
effects in the nasal cavity and testes. Repeat dose studies in the dog reveal VOLIBRIS to be
well tolerated with findings limited to fundic glandular atrophy and clinical signs of audible
breathing and gastrointestinal disturbance. Deaths or findings resulting in early sacrifice of
animals attributed to oral administration of VOLIBRIS occurred in repeat-dose toxicity
studies in rats at > 100 mg/kg/day and in dogs at 1500 mg/kg/day. An increased mortality rate
also occurred in 2-year carcinogenicity studies in rats at 30/20 and 60/40 mg/kg/day (initial
daily dose of 30 mg/kg/day subsequently lowered to 20 mg/kg/day, and 60 mg/kg/day
subsequently lowered to 40 mg/kg/day) and mice at 250/150 mg/kg/day (initial daily dose of
250 mg/kg/day subsequently lowered to 150 mg/kg/day).

Inflammation and changes in the nasal cavity epithelium and/or turbinates has been seen with
chronic administration of VOLIBRIS and other endothelin receptor antagonists (ERAs) to
rodents and, to a lesser extent, dogs.

Carcinogenesis and Mutagenesis: The genotoxicity of VOLIBRIS was assessed in a
comprehensive battery of in vitro and in vivo studies. VOLIBRIS was clastogenic in human
lymphocytes in vitro both in the presence and absence of metabolic activation. VOLIBRIS
was not mutagenic to Salmonella typhimurium, did not elicit unscheduled DNA synthesis in
rat liver, and was not clastogenic in an iz vivo micronucleus study conducted in male rats.

There was no evidence of carcinogenic potential in 2 year oral daily dosing studies in rats and
mice. There was a small increase in mammary fibroadenomas, a benign tumor, in male rats at
the highest dose only.

Fertility: The development of testicular tubular atrophy and sterility in male animals has
been linked to the chronic administration of ERAs, including VOLIBRIS, to rodents.
Testicular tubular atrophy was observed at all dose levels (10 to 300 mg/kg/day) in oral
fertility studies with male rats that was not reversible after 13 or 20 weeks following cessation
of dosing. Reduced fertility and morphologic effects on sperm only occurred at 300
mg/kg/day and were reversible. No effects on sperm count or sperm motility were observed.
Testicular tubular atrophy (focal/multifocal or diffuse) was also observed in repeat dose
studies in rats and mice. There were no significant effects on fertility or embryofetal
development in female rats dosed up to the time of implantation.

Pregnancy: Teratogenicity is a class effect of ERAs. The effect of VOLIBRIS on embryo-
fetal development has been assessed in rats and rabbits after oral dose administration on
gestation days 6-17 and 6-18, respectlvely In both species, abnormal1t1es of the lower jaw,

ossification of the ba51spheno1d bone, and the occurrence of the umbilical arfg
the left side of the urinary bladder instead of the right side and heart and ass I
vessel abnormalities were seen in the rabbit study. :

daily during postnatal day (PND) 7 to 62 decreased brain weight -4% in males an Eraled
with no brain morphologic effects at 20 mg/kg/day, after a period of breathing ,spur}ds which
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occurred at doses of 4 mg/kg/day and above (1.5 to 6.4 times higher than the maximum
recommended human adult dose of 10 mg, based on AUC). In two separate respiratory
function juvenile rat studies, 20 mg/kg/day of ambrisentan administered on PND 7 to 26 or
PND 7 to 36 evoked decreases in brain weight (-3% to -8%), and also caused breathing
sounds (a singular audible click), irregular respiratory function, apnea and hypoxia starting 10
days after dosing, and continuing two days after treatment stopped, with no detection of these
effects at one month after dose interruption. There were no neurobehavioral changes observed
at the end of treatment and one month after dose interruption, and a morphometric assessment
of changes to the pharynx and larynx was inconclusive. Although the mechanisms by which
ambrisentan reduces brain weight of juvenile rats have not been fully elucidated, it is plausible
that this effect is mediated by chronic hypoxia that may be associated with mechanically
induced apnea originating from pharyngeal dysmorphogenesis occurring during postnatal
pharyngeal development. The clinical relevance of this finding in humans is unknown;
however, this postnatal time frame would likely correlate to human pharyngeal development
from 0 to 3 years of age. Safety and efficacy of VOLIBRIS have not been established in
patients under 18 years of age. VOLIBRIS should therefore not be used in this age group.
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BOJIIBPIC

amOpizeHTaH, TabJIETKH

YACTHHA I: IHOOPMAINIA AJI5 JIIKAPIB

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O IIPEIIAPATY

Cnoci6 Beenenns | Jlikapcoka ¢popma / Jonmomizkai pewoBuHI
D03yBaHHSA

Kpockapmenosza HaTpito, MOHOTigpaT
JIaKTO3H, JIEUTHH, CTeapaT MarHiio,
LEIIF0JI03a MIKPOKPHCTANIYHA, TIOJIiBIHLTOBHN
CIIHPT, TalIbK, TIOKCH THTAHY,
MakporoJy/monieTrineHruikonas 3350 ta FD&C
Red #40/Allura Red AC Aluminum Lake

Jlia mepopansroro | Tabnerkwu, 5 mr ta 10 Mr
3aCTOCYBaHHS '

IIOKA3AHHA TA KJHTHIYHE 3ACTOCYBAHHSA

BOJIIBPIC (am6pizenTtan y TabneTkax) moka3aHuil I JTKyBaHHs i1iomaTHIHOT
(«mepBHHHOI») TereHeBoi apTepiansHOi rimeprensii (UIAD) Ta nerenesoi aprepiansHoi
rineprensii (JIAT'), moB’sa3aH01 i3 3aXBOPIOBAHHAM CIIOJTYYHOI TKAHHHHM, Y JOPOCIHX
[aNi€eHTiB i3 cumnToMamu GyHKITioHaTEHOrO Kiacy II a6o III BOO3.

BOJIIBPIC Takox moxasaHuii A7 I0YaTKy Tepamii y nHoenHanHi 3 Tananadinom y
nopocnux nanierTis 3 JIAI i3 cumnromamu dyHKIionansaoro kiacy II a6o III BOO3.

BOJIIBPIC noBHHEH 3aCTOCOBYBATHCS TLTBKH JTIKAPSIMH, SKi MalOTh JOCBiJ JiarHOCTHKH
Ta nikyBauHus [JIAT a6o JIAT.

IIPOTHUIIOKA3AHHA

BOJIIBPIC npotumoxazanwmii:

° ITamienTam 3 BimoMoro abo mizo3proBaHoko rimepuyTiauBicTio 1o BOJIIBPIC a6o
Oynp-AKOT0 3 IHTPei€HTIB, MO BXOAATE O CKIay Ipenapary (IuB.
«JIHKAPCBKI ®OPMMN», «CKIIAJ] TA YITAKOBKA »).

° V¥ nepion BaritHOCTi (muB. «OCOBJIMBOCTI BACTOCYBAHH», «OcobmuBi
IpYIHX Nai€HTIBY, « BariTHi )KIHKHY). >

° VY nepiop rpynuoro BuromoByBauus (mus. «OCOBJIMBOCTI
3ACTOCYBAHH», «Oco0nuBi rpymu narieHTiBy, «Kinku,
TPYALEO).
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° IMamienTaM 3 TSOKKHM DOpymeHHIM GyHKIII nedinku (i3 abo 6e3 1mupo3y) (qus.
«OCOBJIMBOCTI BACTOCYBAHH1», «Ilopyrenss 3 60Ky
[I€YiHKH/)KOBYHOI0 MiXypa/maHKpeaTHyHi nopymenns», ta « CIIOCIb
SACTOCYBAHHJ TA IO3M»).

° ITamienTam 3 6a30BUMHU 3HAUCHHIMH [EYiHKOBHX aMiHOTpaHchepas
(acmapraramisoTpancdepasza (ACT) Ta/abo ananinaminorpanchepasa (AJIT))
>3x BMH (auB. «OCOBJIMBOCTI 3ACTOCYBAHH S », «ITopyrueHus 3 60Ky
[IEYiHKHI/’KOBYHOTO MiXypa/maHKpeaTudHi nopymenss», Ta « CIIOCIB
3ACTOCYBAHHS TA IO3My).

3 ITanienTtam 3 igionaruaaum jereneBuM (ioposzom (IJID), 3 a6o 6e3 nereneBoi
rimeprensii.

OCOBJIMBOCTI 3ACTOCYBAHHS

3araanHa indopmanin

Hocnimxenns sumuBy BOJIIBPIC Ha 3maTHICTS KepyBaTH aBTOMOGLIEM 260 YIPaBIATH
obyagHaHHAM He poBomiHcs. KpiM Toro, He MOXHA MmepeI0aYuTH HEraTHBHOTO
BILUIABY Ha TaKy AiSIBHICTH Ha IiNCTaBi GapMaKoorii akTHBHOI PEYOBHHH.

Kanneporenes i Mmyrarenes
Jawni mpo BrmB Ha mouHy BincyTHi (muB. « TOKCHUKOJIOT IK1», «Kanneporenes i

MyTareHes»).

I'emaToJjoriuni naToJiorii

P0o3BHTOK 3HHKEHHS KOHIIEHTPAIIil reMOIIo0iHy Ta FeMaTOKPUTY BHACIIOK IPUHMAHHS
npenapaTy OyB OB’ I3aHHH 3 IPHHOMOM aHTArOHICTIB PENENTOPIB eHIOTEIHY Ta
CIIOCTEpIraBcs MPOTATOM KIIHIYHHUX JOCIIKEHb NiKyBaHHS MOHOTEPAIIIEI0
BOJIIBPIC.IToBiqoMiIsaIoch Ipo BHNAIKH aHeMil, ki moTpeGyBanu Tpancdysii
epuTponuTapHOi MacH. L1l 3HIKEHHS, K IPABHIIO, CIIOCTEPITaIHCS IIPOTATOM IIEPIITHX
KUTbKOX THXHIB JiKyBanHs1 BOJIIBPIC, a motim crabinizyBanucsa. AHemis dacTimme
3ycTpidaerhbes mif dac Tepanii BOJIIBPIC 3 Tapanadinom, Hix IpH OKpeMOMY
sactocysanti BOJIIBPIC abo tapanadiny (mue. « [TIOBIYHI PEAKIIII»).

He pexomennyetsca nounraty gikyBaHHS BOJIIBPIC mamienTiB 3 KIHIYHO 3HAYYIOIO
ageMiero (muB. « MOHITOPHHT 1 TaOOpaTOPHI HOCTI IKEHH).

IopymenHs 3 00KY NEeYiHKH/5K0BYHOI0 MiXypa/IaHKPEATHYHI NOPYIIeHH

HOPYII[CHHX Q)YHKHH TTEeYiHKH HOB HBaHl 3 JICTCHEBOIO apTeplaJl’BHOIO FlHCpTeH31€IO

KJIIHIYHO TOKa3aHWH MoHITOpHHT GyHKI#H neuinku. JlikyBarnus BO 2
IIPOTHIIOKA3aHO Nalli€HTaM 3 KOHIIEHTpAaIi€lo aMiHoTpaHcdepasn
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(amanminaminotpancdepasu, AJIT abo acnaprataminoTpancdepasu, ACT), mo
IIEPEBHINYE BEPXHIO MEXY HOpMH (> 3x BMH), abo mamieHTam 3 TSHKKHM HOPYIIEHHIM
bynxmii meginku. [lamient 3 AJIT/ACT > 2x BMH He Gyiu BKIFOUeH] B KIIiHIUHE
JocimKeHHs ogHodacHoro 3acrocysansst BOJIIBPIC 3 taganadinom. BOJIIBPIC cig
3aCTOCOBYBATH 3 OOEPEXKHICTIO IAIli€eHTaM 3 IIOMIPHHM IOPYIIEHHAM QYHKIIH IeYiHKH,
Ta peKoMeHayeThcA moMicsaaui MoriTopuaT AJIT Ta ACT (mus. « CITIOCIB
3ACTOCYBAHHA TA JI03U», Ta <(MEXAHI3M [III TA KJIITHIYHA
OAPMAKOIJIOI' A »).

Xo04a 9acToTa 4acToTa 3MIH piBHS aMiHOTpaHC(hepasu Oyia HH3EK0K0, HEMOKIABO
BHK/IIOYMTH MOKIIHBICTB ITiIBHINEHHS PiBHS aMiHOTpaHc(hepas3d B CHPOBATII KPOBi,
nop’g3ase 3 npuiiomoM BOJIIBPIC. TakuMm 9@HOM, pEKOMEHIYEThCS IOMICIIHIH
moniTopur AJIT ta ACT B 0c001MHBO Bpa3NHUBHX NAI[IEHTIB: 3 IIOMIPHEM HOPYIIEHHIM
(yHKIii nedinka abo 3 KIIHIYHO 3HAYYIIOIO HEIOCTaTHICTIO MIPABOr0 NepeNceps,
HAsABHHAMH 3aXBOPIOBAHHIMH NI€TiHKH, TONEPETHIM ITiIBHINCHHAM PiBHS
amirOTpaHc(hepasy BHACTINOK IPHHOMY JIiKiB 60 0OXHOYACHOTO MPHHOMY IPENApAaTiB,
K, SIK BLIOMO, CIPHYHHSIOTH IIiABHINEHHS aMiHOTpaHchepasu, TOOTO MALIEHTIB, Y SKHX
MOJKE ICHyBaTH OLIBII BHCOKHH PU3HK MiTBUINECHHS PiBHS aMiHOTpanc(hepasy BHACTILOK
nputiomy BOJIIBPIC. fIxmmo B mamieHTiB pO3BHBAETHCS KITIHIYHO 3HAYYINE ITiIBUAINIECHHS
piBHA aMiHOTpaHChepasy ado SIKINO MiTBHINEHHS aMiHOTpaHChEPasy CYIPOBOIKYETHCS
O3HaKaMH 200 CHMITOMaMH IOIIKO/DKEHHS [IEUiHKH (HAIPUKIIA], SKOBTSHHIIA),
nixyBaras BOJIIBPIC cnig npumaHuTH.

Y manienTiB 6€3 KIHIYHAX CHMIITOMIB IIOIIKODKEHHS EYiHKA a00 JKOBTAHHI PilleHHS
npo nosTopue npusHadenns BOJIIBPIC chin mpuiiMarty miciia HopMaltisamii piBHs
HeYiHKOBHX (hepMeHTIB. Bimomo, Imo momKoIKeHHs IeYiHKH Ta ayTOIMYHHHN TeaTHT
BHHHUKAIOTH y nanieHTiB 3 JIATL, a y narienTis 3 IJIAI" gacTo 3HaX0IsTE ayTOIMyHHI
aatutina. Ilpu tepamii BOJIIBPIC moBigoMiIsanocs mpo BEOAIKH, IO BiAIOBIIAIOTH
ayTOIMYHHOMY T'elIaTHTY, BKIFOYAIOYH MOKIIHBE 3arOCTPEHHS iCHYI0UOro ayTOIMyHHOIO
renaTUTy Ta MOIIKOMKEHHS nedinkd, Xoda BiutuB BOJIIBPIC Ha ni Bunagku
3aIUINAETHCS HE3 ICOBAHMM.

Taxum urHOM, HaIli€HTIB CIIiJl KOHTPOTIOBATH Ha IPEIMET O3HAK MOIIKODKEHHS IEIiHKH
Ta JiATH 3 obepexHicTIo y pasi 3acTocyBanus BOJIIBPIC B Mexax MoHOTepamii a6o y
IIO€HAHH] 3 1HIMMMH JIKapChKUMHU 3ac00aMHu, IO SKi BIIOMO, 10 X IIpHifoM

OB’ SI3aHUH 3 HOIIKOMKEHHIM IeYiHKH, aie migcumrorounit Brms BOJIIBPIC Ha 111
3acO0H 3aHAIIAETHCT HCB scoBaHuM. JIikyBaHHS ayTomyHHoro TE€NaTATY y HALiEH

BHHHKAE 3aTOCTPEHHSI ICHYI04YOTO ayTOIMYHHOT'O TEIaTHTY, TO JIKyBa
CJIiJ IPUTIHHATH.

Iami APE moB’si3aHi 3 MiABAIIEHHSIM aMlHOTpaHC(bepam (ACT, AJIT), R
rellaTOTOKCUYHICTIO Ta BUIIAIKAMH NIEUiHKOBOI HEOCTATHOCTI. Y mariie
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SIKIIO IIiIBUIIEHHS MEYIHKOBOI aMiHoTpancdepaszu >3x BMH a6o SKIIo ITiBHINEHHS
IEYIHKOBOI aMIHOTpaHC(hepasH CyIPOBOIKY€ETHCS MiABHINEHHIM piBHs 6imipy6iny >2x
BMH, a0 5110 icHYIOTH 03HaKH a00 CHMIITOMHE IOPYIIeHHS QYHKIIH IeTiHKH 3a
YMOBH BHKJTIOUEHHS 1HITHX TTPHYIH.

3aTpuMka pigHHH

ITin gac nixysanaa APE (sxmogaroun BOJIIBPIC) crioctepirasest mepudeprarmit
HaOpsK (3aTpuMKa pimuan). [epudepuannii HaOPIK TAKOK MOXKe OYTH KIIIHIIHEM
Hacmigkom JIAT. BOJIIBPIC BuKnHKAB N0303aI€XHY MiABUIIEHY YACTOTY BUHHKHEHHS
neprpepaaHOro HabpsKy (Bif 1erkoi xo momipHoi Gopmu) (mus. [IOBIYHI PEAKLIID).

3BiTH OCTMAPKETIHTOBHX JOCIIPKEHB I ITBEPIKYIOTD, [0 3aTPUMKA PIIMHH BHHAKAIA
HPOTATOM JeKinbKoX TIxHIB HiKyBaHES BOJIIBPIC Ta B mesikux Bumankax morpebysana
BTPYYaHH: i3 JOIOMOIOO JiypeTHKiB abo rocmitanizamnii [is JiKyBaHHs 3aTPAMKH
pimuHHE a60 IEKOMIIEHCOBaHOI ceprieBoi HemocTaTHoCTi (nuB. «Ilomii HebakaHmx
JIKapChKUX PEaKIlil, BUABIEHI IPOTATOM KIHIYHUX JOCTimKeHb», Tabmuns 1). Sxkmo y
HAIi€HTIB BKe iCHy€ TiIepBoIeMis, Iiel CTaH CIIifl CKOPHI'YBATH TakK, K KIIHIIHO
JOLLTBHO, TePIN HiX mourHaTH Jikysanas BOJIIBPIC.

Sxmmo mig gac tepanii BOJIIBPIC po3BuBaeThCs KITIHIYHO 3HAYY AN HepHbEpHIHTET
HaOpsK 3 a00 6e3 CyImyTHROTO 30LIBIICHHS Bark, TO IS BU3HAYECHHS IPHIHHH
(HanpuKan, BAHUKHEHHA BHAcTinoK Bukopucrarus BOJIIBPIC aGo cepuenoi
HEJIOCTATHOCTI, IO CIIY>KATH IPHIHHOIO HAOPSKY) CJIiJi IPOBOMUTH IIOJANBITY OIIHKY.
Taxox cig po3rIgHyTH HEOOXiTHICTh CHEMIaTbHOrO JIiKyBaHHs 060 IPHIMHEHHS TeParii
BOJIIEPIC.

3arprMKa piauHu/nepudepuIHIi HabpsAK JacTile 3yCTpidaeThes i Yac Teparil
xombOinaniero BOJIIBPIC mmoc Tananadin, Hix mpu okpeMoMy 3actocyBassi BOJIIBPIC
abo Tamamadiny.

Benooxuiosiiina Xxsopo6a JereHn
SIKIo B MaIli€HTiB PO3BUBAETHCS TOCTPHI HAOPAK JIETeHb MIPH IIOYATKY JTiKyBaHHS
BOJIIBPIC, ciin BpaxoByBaTH MOXKIIHBICTH BEHOOKTIO31HHOT XBOPOOH JIETeHb.

IHopymeHnHsi po6OTH HHPOK
Brmis BOJIIBPIC y nanienTiB 3 mopymeHHM GYHKIIT HEPOK HE NOCHIIKyBaBCA.
BOJIIBPIC ne He 3a3Ha€ 3HaYHOr0 HEPKOBOTO 0OMiHYy a60 HEPKOBOI'O KILpEHCY
(exckperiro), TOMy HEOOXiIHICTE KOPHTYBAHHA JO3H Y BHIIAJIKy TAIIEHTIB 3
IOpYIIeHHIM (GYHKIII HEPOK ManoimoBipHa (mus. « MEXAHI3M I TA KJHHI
OAPMAKOJIOT ISy, «DapMakoKiHETHKAY).




Po3aagu craTeBoi/penpoayKTHBHOL pyHKIIT

ITpu mosi Bix 10 mo 300 MI/Kr/neHb y caMIfiB ITypiB CHOCTEPIiraBcsi pO3BUTOK aTpodii
KaHaJIbIIB J€90K, IO cTaBana 0e3moBOpoTHOIO micist 13 a6o 20 TIoKHIB Teparrii,
IIPUIOMY 3HIDKCHHSA (PepPTHIIFHOCTI Ta MOPQOJIOTIIHI 3MIHH CIIEPMH MAITH MICIE JIHIIIE
npu 1031 300 Mr/kr/ness Ta Oyiid 3BOPOTHHMHE. BIUTHB Ha (epTHIBHICTE JIOIHHA
sesigomuii (muB. «KJITHIYHI BUTTPOBYBAHH» ta « TOKCHUKOJIOT T5»).

Oco6JuBI rpynH DaicHTIB

Baritsi xxinku: Buxopucraras BOJIIBPIC nmpoTHIOKa3aHo BariTHEM KiHKaM.
HocnimkenHs Ha TBapuHaX (UIypax i Kposrrkax) mokasany, mo BOJIIBPIC Mae
TeparoreHHuH eekt. Lle maTBepIKyeThCA NiABUINEHOIO KiTBKICTIO MOBIIOMIIEHE IIPO
BPOJDKEH] IOPOKH Ta MATOJIOTi] eMOPiOHANIBEHOTO PO3BHUTKY IMiciIs IiKyBaHHs APE,
Bkimogarou BOJIIBPIC (muB. « TOKCHUKOJIOT ISy, «BariTHicTE).

Sxmo xiaxu peprunbHOTo BiKy mpuiiMaioTs BOJIIBPIC min gac BariTHOCTI, TO IX Ctif
IIOBIJOMHTH IIPO PHU3HUKH, IO BITUBAIOTH HA BUHOIIYBAHHS IUIOMY. JI0 moYaTky
nixyBanusg BOJIIBPIC ciif BHKTIOYRTH HASBHICTE BariTHOCTI Ta 3amobirartH il 3a
JIOTIOMOT 010 HafiiHuX 3aco0iB kKoHTpanemnii. [1ix ac mikyBanus BOJIIBPIC
PEKOMEHIY€ThCS IPOXOAUTH KIIIHIYHO OKa3aHi TECTH Ha BariTHICTE.

XinxaM QepTHIBPHOIO BiKy CIiJl peKOMEHAYBAaTH HETaiHO 3BEPTATHCS 10 JHKAps, SKIIO
BOHH 3aBariTHLUIA abo0 MigO3pIOIOTh, IO MOXKYTh OYTH BariTHHMH. SIKIIO He
nependavacThesl MOXKIIMBICTD IIEPEPBATH BaTiTHICTD, CIiJ IPUIIMHHATH JTiKyBaHHI
BOJIIBPIC Ta novaTy nikyBaHHS aIbTEpHATHBHAM 3aC000M (IHB.
«[TPOTUIIOKA3AHH» ta « TOKCHUKOJIOI'IS», «BariTHicTE»).

Kinxn, mo rogyoTs rpyanio: Hesinomo, uu nporuxae BOJIIEPIC y rpymue Mooko.
Tomy namienTkam, mo npuiMaroTs BOJIIBPIC, npoTrniokasane romgyBaHHs TPy IO
(muB. «[TPOTUITIOKA3AHH»).

Jita (7o 18 pokis): be3neka Ta edexruBHicTh npenapary BOJIIBPIC y mamienTis mo 18
POKiB He BcTaHOBJEHI. ToMy marieHTam miei BIkOBOI IpyIId He CTifl 3aCTOCOBYBATH
BOJIBPIC (muB. « TOKCHUKOJIOT' L »).

JIrogm moxumioro Biky (micsas 65 pokis): ITanienTam BikoM Bif 65 pokiB 103y
KOpHUT'YBaTH He MOTPiOHO.

V xnirigaEx gocnimkeHHax MoHoteparii BOJIIBPIC moBigomirsaiocs, 1o
nepudepruuHuit HaOpsIK MaB JO303IEKHUHN XapaKkTep, BAHHKAB OLIBIN YacTo Ta IPOTiKaB
y OLIBII TSDKKIH opMi y IalieHTiB BikoM IOHa 65 pOKiB. Y HACTYITHOMY KIHIYHOMY
nmocmimkerHi (AMBITION) gactora Ha6p5{K1B y MaIli€HTIB, IO [POXOIHITH MOHOTepamIo
aM6p13eHTaH0M cranoBuia 19% y mamienTiB <55 pomB Ta 28% y NaliCHT]pBIREM

3ACTOCYBAHHA TA JO31»).
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MowsiTOpHHT i JI2A00PATOPHI JOCHIIKEHHS

I'emorn06in i remaTokpuT

ITpuiivaras BOJIIBPIC moB’s3ane 31 3HIDKSHHSIM KOHIEHTpAIIii reMOrIo6iny Ta
remMaTokpuTy. He pexomennyerscs mounnath jgikysanuas BOJIIBPIC mamieHTiB 3
KIIHIYHO 3HA9IyIIO0 aHeMi€er0. PexoMeHIyeThCsl BEMIPIOBAaTH piBEHB TeMOrTI06iHy Ta/ab0
IeMaToKpHUTy 10 mo4atky nikysanHs BOJIIBPIC, moTiM me oquH pas yepe3 Micsams Ta
IIPOJOBXYBaTH BUMIPIOBATH MIEPIOIUYIHO BiAMOBIAHO N0 KIiHIYHHX HOKa3aHb.

IIpoTsirom KiIiHIYHAX BHIPOOYBaHb JyKE PO3IMOBCIOKEHUMH Oy HeGaXkaHi IBHINA y
¢opmi 3EKEHHS PiBHA reMoriobiny ta/abo remarokputy (mus. Tabmung 1). V Mexax
IOCIIDKEHHS MOHOTEPallil cepelHE 3HWKESHHS PiBHS reMOINIO0IHyY BiTHOCHO BEXIZHOTO
PiBHSA 10 KIHIA TiKYBaHHS Yy Hali€HTIB, siki otpumysaid BOJIIBPIC y 12-TmxHeBHX
I1a11e60-KOHTPOIEOBAHHX JOCIIDKEHESX, cTaHoBmio 0,8 r/mn. Crocrepiramocs
30epexKeHH 3HIKSHOT0 PiBHA reMoro6iny mpoTsrom 4 pokis. ITi gac mocmimxenHs
BIUTUBY KOMOiHOBaHO{ Tepaii, 9acToTa aHeMil 301IbIyBanack pyu BAKOPHCTaHH]
BOJIIBPIC B xomb6inanii 3 Taganadinom (15 %) y mopiBHSHHI 3 9aCTOTOIO aHeMii mpu
BHKOPHCTaHHI aMbpizeHTaHy abo Tamanadiny sk monoTepamii (7 % ta 11 %,
BIITIOBITHO).

SIkimo crocTepiraeThes KIiHITHO 3HAYYIIE 3HIKEHHS PiBHS IeMoriobiny a6o
IeMaTOKPHUTY Ta BUKIIFOYAIOTECS 1HINI IpUIHHH, NiKyBaHHSA BOJIIBPIC cnin npunusATH.

ITeuinkoBi npoon

PiBeHp meduiHKOBHX TpaHCaMiHa3 CIIiJ BEMIPIOBATH O [OYATKy JTIKyBAHHA Ta IOMiCAI ¥
BpPA3/TMBHUX IAI[€HTIB, 4 y BCIX NAIli€HTiB - BIAIOBIAHO 10 KIiHIYHUX MOKA3aHb ([IHUB.
«OCOBJIMBOCTI 3BACTOCYBAHH S », «ITopyienns 3 60Ky Ie€9iHKH/>KOBIHOTO
MiXypa/IaHKpeaTHIHi MOPYIIEHHS»).

Jlixysanssa BOJIIBPIC ciin mpHIWHATH, SKIIO Y MAI[i€HTIB PO3BHBAIOTHCS KIIIHITHO
3HAYyINl HiABUINEHHS PiBHA TpaHCaMiHa3, o mepeBUInyoTs 3Xx BMH, abo gxmo
IiJBHUINEHHS PiBHA TpaHCaMiHA3 CYIPOBOIKYETHCA O3HAKAMH a00 CHMIITOMaMHU
YPaKEeHHs IE€YIHKH (HAIPHKIa, HyI0Ta, OJIIOBaHHSI, TAXOMAHKA, O1/Ib y JKHBOTI,
JKOBTSAHHUIA a00 He3BUYHA MIIABICTE 200 BTOMA), a00 SKIIO IIiABUINECHHS
CYIIPOBOMKY€ETHCS MiNBUIEHHAM OinipyOiny Ha 2x BMH.

V narieHTiB 63 KIIHIYHAX CHAMITOMIB IOMIKOIKEHHS IEYiHKH a00 KOBTSHHII pimmeHHsT
npo nosropre npusHadenns BOJIIBPIC cuix npuiiMaty micns HopMasizanii piBas
neqyinkoBux GepmerTiB (muB. «OCOBJIMBOCTI 3ACTOCYBAHH S », «Ho SHHS 3

00Ky HEeUYiHKH/XKOBYHOTO MiXypa/TIaHKPEaTHIHI IOPYIIEHHI»).




IIOBIYHI PEAKIIIT

Orasang no6iyHHuX peakuii HA 3ac¢i0

besnexy BOJIIBPIC orminroBany y xininigaux nocnimkenssx I1 ta I ¢asu. Beroro B
JOCIIPKEHHI B35 yaacTb 483 manientn 3 JIAT, sxi orpumyBamu mosu 1, 2,5, 5 a6o 10
MT OJIMH pa3 Ha JIeHb. TpHBaTiCTh eKCIIO3H|INIT OXOILTIOBaIa qiama3oH Bix 1 nus mo 3,5
pokiB. 3aranoM BOJIIBPIC xapaxTepu3yeThest HOOPOO MEPEHOCHMICTIO.

VY Mexax miane60-KOHTPOIbOBaHUX | 2-TH)XKHEBHX JOCIIIKEHD BCTAHOBIIEHO, 10
HafOL1pI yacTUMH (>10%) nobiuaumu peakiismu Ha BOJIIBPIC 6yiu neprdepranmii
HaOpsIK, TOJIOBHHUH 017k Ta 3aKiafeHicTs Hocy (nuB. Tabmums 1).

V¥ Mexax mnane60-KoHTPOIBOBAaHHX JOCITiMKeHb (azu 1] yacTka marienTis, 1m0
IPHIMHHAIN JIIKYBaHHS 3 IPUBOTY MOOIYHUX peaxtil, Oyna 0JHAKOBOIO I BCIX TPyl
mikyBaHH:: 3,0% y rpymi, mo npuiiMana mane6o, ta 2,3% y rpyimi, mo npuiMana
BOJIIBPIC.

V¥ Mexax mnane60-KoOHTPOIBOBAHEX TOCIIIKEHb IOMEPITH IIicTh (4,5%) cy0’ekTiB
I'pyIH, o IpuiMana miane6o, 1 momepnu 4 (1,5%) cy0’extu rpymu, mo mpuiMana
BOJIIBPIC. Binema gactka cy0’ekTiB y mianebo-rpymi Majia IpaHaiMHi o1He
HecMepTenbHe cepiio3He mobiune spume (CIL) mopiBHAHO 3 HamieHTaMHu, SKAX
nixysamu BOJIIBPIC. Haii6insim gactumu CILA sk y marmieHTiB, o OTpUMYBaIH
manebo, Tak i narieHTis, mo npoxomwm JikyBarnas BOJIIBPIC, Gymu
IPaBOILITYHOYKOBA HEAOCTATHICTH (y HAIli€EHTIB, IO OTPUMYBaIH mianeto - 6,1%; y
HanieHTiB, mo mpoxomums gikyBaHHEs BOJIIBPIC - 1,1%) Ta (1x moripuieHHs) geregena
rinepTensid (y mamieHTiB, IO OTPAMYBaH I1aneto - 3,8%; y mamienTis, 1o Mpoxo I
nixyBagHsI BOJIIBPIC - 1,1%). Yactota CIIS, moB’si3amux 3 JiKyBaHHsIM, Oyia
OJTHAaKOBOIO y BeixX rpymax JikyBauus BOJIIBPIC.

Heobaxani JikapcbKi peakiii, BUSBJIEHI NPOTAroM KJIIHIYHHX BUIPOOYBAHD

3 02140y na me, wo KniniuHi 6UNpoOYBaHHA NPOBOOAMBCA 8 OYIICe CREYUDIUHUX
YMOBaX, 4acmoma HebadCanux ABUW, WO CNOCMEPI2AEMbCSL 8 KNITHIYHUX
00CNIOJNCEHHAX, MODICE HE 8i000PaAdICAmMYU NOKASHUKY, 0 CROCMEPIeaiombCa HA
npaxmuyi, i He NOBUHHA NOPIGHIVBAMUCH i3 NOKAZHUKAMU KIHIYHUX 6UNPOOYEAHb
iHwo20 npenapamy. [ani npo nebadcani A8UWA, OMPUMAHT RPOMA2OM KNTHIYHUX
8UNPobY6aHs, BUKOPUCMOBYIOMBCA ONLA BUABNEHHS NOBIYHUX PeaKyill, NO6 A3aHUX
3 NPULIOMOM npenapamy, ma 014 6CIAHOGNEHH NPUOTUSHUX NOKASHUKIE.

JlocBif KOpPOTKOTEPMiHOBHX KJIIHIYHHX BHIIPOOYBAHD

BOJIIBPIC y nozax 5 a6o 10 Mr onus pa3 Ha 100y, a 132 nmanienTtu otp S A
mane6o. 8\ %8
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Hebaxxani sBuIna, mo coocrepirarorses y mocmimpkeHusx ARIES-1 ta ARIES-2,
y3aranbHeHl B Tabmums 1.

Tabnuusa 1 To6iyHi peakuii y nauieHTiB 3 JIAIN, wo otpumysanu BOJIIEPIC
MPoOTAroM KopotkotepmiHoBux gocnigxeHs (ARIES-1 Ta ARIES-2,
iHTerpoBaHumn aHania)

Knac cucrem opranis IInanedo | BOJIIBPIC | BOJIIBPIC

Baxxanuit Tepmin (n=132) 5 mr 10 mr
n (%) (n=130) (n=67)

n (%) n (%)

HopymenHs 3 60Ky KpoBi Ta 1iMpaTHIHOT CHCTEMH

Anemis | 205 | 215 | 230

HopymenHs 3 60Ky cepust

BiguyTTs cepueburrs | 323) | 568 | 31453

II1yHKOBO-KHINKOBI po3Jjiaau

3axpen 2 (1,5 4 (3,1 4 (6,0)

bine y sxuBoTI? 1(0,8) 6 (4,6) 4 (6,0)

3arajbHi po3J1agu Ta peakuii B MicIli BBeJeHHS

[Tepudepuunnii HAOPIK 14 (10,6) 24 (18,5) 19 (28,4)

3aTpEMKa piguER® 4 (3,0) 4 (3,1) 4 (6,0)

Iopymenns 3 60Ky iMyHHOI clcTeMH

lNnepuayTauBicTs® | 0 | 1(0,8) | 0

HopymenHs 3 60Ky HEPBOBOI CHCTEMH

[0IOBHHIt GLIB | 18(13,6) | 20(154) | 13(194)

PecnipaTopHi, TOpakaabHi Ta MeJIaCTHHAJIBHI (cepeXoCTiHHI) HOPYMIEHHS

3aknaneHicTs Hoca 2 (1,5) 7054 7 (10,4)

Hazodbapinrit 1(0,8) 7(5,4) 2 (3,0)

Cunycur 0 4 (3,1 34,5

Cyaunsi po3aaan

TIpHIHBH KpoBi 10 o6mrads’ | 205 | 568 | 1(5

a) Bxmodae 6116 y BepxHif yacTuHi )HBOTA b) BUTIOYae 3aTpUMKY piIHHH, TilEpBOIEMIIO Ta IOKAIBHI
Habpsxu ¢) Brmodae rinepdyTnusicts fo npenapary d) Bkiodae «Ipunusy.

Hebaxxani sBuma Me)xax KOPOTKOTEPMIiHOBOI Teparii BapilOBaITKCS Bil HE3HAYHOI 10
noMipsoi. binsm Brcoka mo3a (10 Mr) BukiIHKaa OiTbII BHCOKY YaCTOTY BHIIAIKIB
nepudepryHUX HaOpsIKiB, TOJIOBHOTO 000, 3aKJIaJEHOCT] HOCa, CepIeOUTTS, 3aKpETIiB,
CHHYCHTY, aHEMII, OO0 B )KUBOTI Ta 3aTpUMKH pimwHA. HalOlmeIm momupeHoo
no6ignoro peakniero Ha Tepanito BOJIIBPIC 6yB nepudepranuii Habpsk, 4acToTa IKOro
Oyna pi3HOO JUIA Pi3HUX BIKOBHX TPy, V¥ monoamux narmieHTiB (<65 pokiB) yacToTa
CTaHOBHJIA 18% (28/ 155) y HaHIGHTlB 10 IpUiMaTi BOJIIBPIC IIOpIBHﬁIHO % 13%
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HJocBix noBroTpuBaiux KJIIHIYHAX BANPOOYBaHb

Josrocrpoxosa 6e3nexa (> 3 micsui) BOJIIBPIC mpu MmoHOTeparii ominroBazacs y 383
nanienTiB 3 JIAT y nocnimkernHi ARIES-E, mo He € miane60-KoOHTpOIb0BAHHM
JOCIIIKEHHIM, K€ IIPOBOAMIIOCS K HONATKOBE 0 KiiHivHHX BUmpoOysans ARIES-1 ta
ARIES-2. ToeroctpokoBy 6e3neqricTs BOJIIBPIC, 1mo BHKOPHCTOBYBABCS B OENHAHH]
3 Taganadinom, ominrosany y 302 nanienTis 3 JIAI' B paMkaxX akTHBHO-KOHTPOJIEOBAHOIO
(>3 Micsmi, MefiaHa eKCIIO3HII ckianana 534 aui) KIIHIYHOTO JOCTiMKEeHHS 3a
merogukoro AMBITION 3 nogsiiiHoro aHoHIMHICTIO. CriocTepesxyBani moGiuHi peakirii,
K IIpaBHIIo, BiAnosifamu npodimo 6esnexu BOJIIBPIC, mo 3acTocoByBaBes B paMKax
MoHoTepanii. HebakaHi SBHINA, IO CIIOCTEPITAIOTECS Y JOBIOTPHBAIUX JOCIIIKEHHIX
ARIES-E ta AMBITION, y3aransreni B Tabmurs 2.

Tabnuus 2 TMobiyHi peakuii y nauieHTiB 3 JIAT, wo orpumysanu BONIBPIC
NpoTAroM AOBroTpuBanux aocnimkeHs (>3 micsuis), paHi 3
pocnigxeHb AMBITION ta ARIES-E

Jocaimxenns Hocaimxenn
KOMOIHOBAaHO s
ARIES-E i AMBITION | Mocaimxensast | MoHOTepamii
AMOpizenTa armT) MoHOTepamii | Tagamadimo
H N=302 aM0OpizenTaHO M
Knac cuctrem O6’e¢qnana n (%) M AMBITION | AMBITION
Oprasis ITT) ITT)
baxxanni N=383 N=152 N=151
TepMiH n (%) n (%) n (%)
Iopymenns 3 60Ky KpoBi Ta JiMpaTHIHOI CHCTEMH
Anemis | 52049 | 4415 | 11(7) | 17D
Hopymenns 3 60Ky cepust
BimaytTa 50 (13) 33 (11) 23 (15) 20 (13)
cepueOuTTs
IHopynienns 3 60Ky opraHiB cJIiyXy Ta piBHOBArH
Wymysyxax* | 3(<) | 8@ [ 1<h [ 00
Iopymenns 3 60Ky oprasy 30py
HOp};DEIeHH}I 13 (3) 22 () 8 (5 7(5)
30py
IryHKOBO-KHIIKOBI po3ianu
Hynota 53 (14) 45 (15) 23 (15) 23 (15)
bmoBanas 30(8) 35(12) 13(9)
3akpen 33(9) 16 (5) 10 (7)
Binp y xkuBOTI® 55 (14) 17 (6) 14 (9)
3aranbHi po3siagu Ta peaknii B Micni BBeeHHS
[Tepudepuannii 168 (44) 135 (45) 58 (38)
HaOpsK
3arpumMka 24 (6) 34 (11) 16 (11)
piuaEn’

“
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Hocaimxenns Hocaimxenn
KoMOiHOBaHO b
ARIES-E | T AMBITION | [JdocximkeHHss | MOHOTepamii
AmOpizenTa ITT) MoHoOTepamii | Tapmanadino
H N=302 amMOpizeHTaHO M
Knac cucrem O6’eqnana n (%) M AMBITION | AMBITION
oprasis ITT) drTrT)
Baxxannii N=383 N=152 N=151
TepMiH n (%) n (%) n (%)
Broma 47 (12) 34 (11) 22 (14) 20 (13)
AcTeHis 20 (5) 8(3) 4(3) 9(6)
HopymenHst 3 60Ky iMyHHOI cHCTeMH
lmepayTnuBicTh 13(3) {2} 1 (<1 24(1)
€
IlopymenHsi 3 60Ky HepBOBOi CHCTEMH
l"onoBHUI OiTH 96 (25) 125 (41) 51 (34) 53 (35)
I"'0710BOKpY XIHHS 66 (17) 56 (19) 30 (20) 22 (15)
PecnipaTopsi, TopakaabHi Ta MeiacTHHAJIbHI (cepeqocTinHi) mopymeHHs
3aKIaIeHiCTh 48 (13) 58 (19) 25 (16) 17 (11)
HOCa
Hazodapinrit 58 (15) 51(17) 31 (20) 23 (15)
Cunycut 39 (10) 22 (7) 10 (7) 11 (7)
chaaneHHz 64 (17) 55 (18) 31 (20) 31 (21)
JUXaHHS
IlopymenHs 3 60Ky MIKIipH Ta NiXMKIPHOT KIITKOBHHH
Brcur® | 27 | 289 ] 8 (5) | 9 (6)
CynusHi po3iagn
[TpunwBu KpoBi 23 (6) 46 (15) 22 (14) 16 (11)
10 o6yt

a) Llymy Byxax BuHMKkas npyv kombiHoBaHil Tepanii | He BBaxaeThCs P ambpiseHTany b) MopyLieHHs 30py BKIKOYaE po3MUTTS
30py Ta posnaam 3opy. ¢) Binb y xuBoTi BrMioyae 6inb y BEpXHIi YacTwHI xuBoTa d) 3aTpuMKa piauHy BKIIOYAE 3aTPUMKY PifvHM,
rinepsonemito Ta nokasnbHi Habpsiku €) Minep4yTrMBICTb BKIIOYaE NABULLEHY YyTIMBICTL 40 Npenapary f) 3aauiuka Bkoyac
3a[MLIKy Npy I3MYHOMY HaBaHTaXeHHi g) Bucun BKioyae epuTeMaTosHmiA BUCHN, reHepaniaoBaHuit BUCKI, MaKyIbO3HUMA BACKI,
nanynbo3HWIA BUCHN Ta BUCHN, LLO CYNPOBOMKYETLCS CBEPOIHHSM h) MoYepBOHIHHA BKMIOYaE «MPUMKUBY.

HocBin kainiYHOT0 JOCTINKeHH KOMOiHOBaHOI Tepamii noequanuam BOJIIBPIC 3
Taganagpiiom

SIx onmcaHo BUIIE Y pe3ybTaTax JOBrOTPHBATHX KIIHIUHHX JOCIIIKEHD,
noBroctTpokoBy 6e3neunicte BOJIIBPIC, mo BUKOPHCTOBYBABCS B IIOEAHAHH] 3
Taganaginom, OI[iHIOBAIH B paMKaxX aKTHBHO-KOHTPOJIbOBAHOTO KIIHIYHOTO
nmocaimkenas 3a MeTonukoro AMBITION 3 noaBifiHOO aHOHiMHiCTIO.CHOCTepe

/RAHI
no6i4Hi peaxmii, IK IpaBuiIo, Bigmosigamu mpodimo 6e3nexu BOJIIBPIC, b

IpeJCTaBeH] MOOIYHI peaxirii, SIKi CIIOCTEePIraloTHCS YacTilne B OCqHAY
TaganadinoM, HiK y BUIAAKY 3 OyIb-SIKHM IIPEIapaToM.




Tabnuua 3 Mo6ivHi peakuii Ha nikapckKi 3aco6u Ans nauieHTIB 3 JTIAT, axi
otpumyBanu BOJIIBPIC y noeroctpokosomy aocnigkeHHi AMBITION
(> 3 micsui) 3 22% BMWMM NOKa3HUKOM 3aXBOPIOBAHOCTI Y rpyni
AOCTiXKEHHS, AIKY NiKyBanu koM6iHOBaHOO Tepanicto, NOPIiBHSHO 3
Oyab-AKOI0 rpyroo AOCHiAXEHHS, sIKy niKyBanu MoOHOTepanicto, 3a
PaxyHOK 3MEHLUEHHs YacTOTH Y rpyni AOCHifKEHHS, Ky nikyBanm
KoMOGiHOBaHoOO Tepanicto

Hocaimxennst | Hdocaimkenna | Jocaimxenss
KomO0inHoBaHOi | MoHOTepamii | MoHoTepamii
AMBITION | am6pizenTanom | Taganadizom
ITT) AMBITION | AMBITION
N=302 arm dTT)
n (%) N=152 N=151
Baxxanmnii Trepmin n (%) n (%)
[epubeprunmnii 135 (45) . 58 (38) 43 (28)
HaOpsIK
["onmoBHHI 611H 125 (41) 51 (34) 53 (35)
3axJ1aieHiCTh 58 (19) 25 (16) 17(11)
HOCa
I"os10BOKpYXiHHS 56 (19) 30 (20) 22 (15)
ITpumiBu kpoBi 46 (15) 22 (14) 16 (11)
110 o6mias®
Anewmis 44 (15) 11(7) 17 (11)
bmoBanHs 35 (12) 13 (9) 13 (9)
Bucun’ 28 (9) 8 (5) 9 (6)
Ilopymenns 30py* 22 (7) 8(5) 7(5)
IITym y Byxax 8(3) 1(<1) 0(0)

a) Mo4epBOHiHHS BKMIOYaE «NPUKMBY. b) BUCKN BKIIO4AE EPUTEMATO3HMI BUCHI, FeHepani30BaHui BuCHN, MaKyb03HMI
BVCHN, NanysbO3HWI BACHM Ta BUCH, LI CYNPOBODKYETLCS CBEPGIHHAM. C) MOpYLIEHHS 30pY BKITIOYaE PO3MMUTTS 30py.

Y nocmimkenni AMBITION wacToTa nepud)epruanux HaGPSKIB y MALIEHTIB TITHBOTO
BiKy (=65 pokiB) cTanoBmia 44% (44/101) npu tepanii moenanusym BOJIIBPIC +
Tafanadin, 37% (18/49) npu morotepamii BOJIIBPIC ta 29% (16/56) mpu Teparii
TafanapiioM. Y MOIOAMHEX NaieHTiB (<65 pokiB) YacToTa nepudeprIHux HaGPSIKIB
cranoBuia 45% (91/201) npm Tepanii moeamanrsm BOJIBPIC + tagamadin, 39%
(40/103) npu morotepanii BOJIIBPIC ta 28% (27/95) npu Tepamii Tananadizom.

Menm nomupeni He6axkaHi IBHINA, BUSBJIEHI POTATOM KIIHI9HAX BHIIPOOVBAHDb

o6i4Hi peakirii, BKITIOYA0UM MEHII IIOMUPEH] HeGaxaHi JTKapchki peakuil, mo
CIIOCTEPIranucs IPOTAroM KiIiHiYHHX BupoOGyBans BOJIIBPIC, HaBeneno B Tabmumsax

IIaTosgoriyni 3MiHE reMaToa0rii Ta KaiHiaHoT GioXiMii

I'emaToJsoriumi 3miau




VY mexax mnanebo-KoOHTpOoIb0oBaHkX Jocimkens ¢asu III nanienris 3 JIAT, cepenms
3MiHa 3Ha49eHb BiTHOCHO BHXIJHOTO piBHS (y MALi€HTIB, IO OTPEMYBAIH ILIAne60, Ta
THali€eHTiB, Mo oTpuMyBaH 5 Mr Ta 10 mr BOJIIBPIC, Binnosinmo) cranosuna (+0,15, -
0,77, -0,93) nna remornobiny Ta (+ 0,01%, -2%, -3%) mss remaroxputy. Lli 3MiEH y
nanienTis, mo oTpuMysad 5 Mr Ta 10 mr BOJIIBPIC, He Gynu moB’a3aHi 3 H03yBaHHM
Y 7% nanienris, axi orpumysanu BOJIIBPIC, ta y 4% namieHTis, ski OTpuMyBanu
manedo, CrIocTepirasocs MOMITHE 3HIDKEHHS TeMOrIo0iny (3MeHIeH S Ha > 15%
BiJTHOCHO BHXI1JJHOTO PiBHA, IO JaJI0 3HAYEHHSI HIDKYE HIKHBOI Mexi HopMH). ITonibHe
3HIDKEHHS PIBHA FeMOTTO0iHY / TeMaTOKPHUTY CIIOCTEpirayiock y BUmaaKy inmmx EPA.
[Ipuurna 3HMKEHHS HE 0 KiHIA BHBYEHA, OJJHAK BOHA HE ITOB’3aHa 3 KPOBOBHIIMBOM
a6o remomizom.YactoTa anemii 36inbimyBanace npu gosysaaai BOJIIBPIC B kombinanii 3
Tajanadinom (15 % gacTora Ho6IYHMX SBHII) Y HOPIBHIHHI 3 YACTOTOIO AaHEMIT IpH
BHKOPHCTaHHI aMOpizeHTaHy Ta/ab0 Tamanadinsy sk Mmorotepamii (7 % ta 11 %
BinnoBinHO). ¥ Bunanxy npuiivants BOJIIBPIC y nosi 10 Mr mo6idmi peakmii, mos’ s3ami
3 aHeMi€r0, HU3BKUM PiBHEM IeMorno6iHy abo reMaTOKpHTY, Oy GLIBII YaCTAMHE, HiX Y
BUNaAKy npuiioMy MeHmux 103 BOJIIBPIC abo mane6o.Cepenne 3HMMXEHHS Bif
BUXiqHOrO 3Ha9eHHA (Bix 0,9 no 1,2 r/ni) y KoHIEHTpanisx reMornobiny 36epiranock
npoTarom 4-x pokis nikysarss BOJIIBPIC mpu TpuBaioMy BiIKpUTOMY IIPOJOBKEHH]
6a30BUX KIIHIYHUX NOCHimKeHb (aszu I1I.

3minn kaiHigYHOT GioXimMil
V panmy mamienTis (19%) cocrepiranocs 36inemenns yGT (> 3x BMH). Kniniune
3HAYEHHS HEBIIOME.

Hebasxani sppma, BUABJIEH] POTATOM MicAAPEECTPANIAHOIO 3aCTOCYBAHHS

Kpim HeOa)kaHHUX NIKapCHKAX peakiiiii, BUSBICHAX B pe3yNbTaTi KIiHIUYHAX JOCIIKEeHb,
HacTymHi HebaxaHi ABHIa Oy BUABNIEH] mif 9ac mpuiiomy BOJIIBPIC mpoTsarom
nicispeecTpaniiinoro nepiofgy. OCKiTBKH NaHi PO IIi MO HOBIJOMIIAIHCS
J0OpOBLIBHO IPENCTABHAKAMH OISl HEBIOMOIO PO3Mipy, HEMOIKIHBO OIiHHTH
JacTOTYy.

IHopymenns 3 60Ky cepus

IToimomusiocs Ipo HacTynHi mo6ivHi peakuii Ha BOJIIBPIC, BusseHi mpoTarom
HiCIIpeECTpanifHOro 3aCTOCYBaHHS: 3aTPUMKY DiIHHH Ta CEPIEBY HETOCTATHICTD,
0B’ A3aHy 13 3aTPHMKOIO PiIHHM, IO MPOSBIISUTHCS IPOTIAIOM JAEKIIBKOX THXKHIB 3
nodatky Tepamii BOJIIBPIC. V nedxux Bumankax Iii mofii moTpeOyBain BTpyYaHHs 32
JOIIOMOT OO0 JIlypeTHKIB a00 rocmiTaiizarii i TiKyBaHHs 3aTPUMKH PiIHHE a60
JEKOMIICHCOBAHOI CEpPIEBOI HEMOCTATHOCTI.

Ilopymenns 3 60Ky KpoBi Ta JiMpaTHIHOT CHCTEMH
Amnemis, gxi noTpeOyBana Tpancdy3ii epUTPOLUTAPHOI MACH.

Hopymemm 3 60Ky renaToﬁiJIiapHo'l' CHCTEMH




HESCHOI eTi0JI0Tii (BKTIOYAr0YH MigBHIIEHH: OinipyOiny B kposi > 2x BMH). V
nocmimkerai AMBITION y miarpynu nanienTis 6e3 qucdyHKIT iBOro muryHOYKa
9acTOTa BHHUKHEHHS IEYiHKOBHX IIOOIYHUX peaKilii (HacaMIepe ] miABUIIEH s piBHA
IeYiHKOBHX (hepMEHTIB) crocTepiranacs y 7% mali€HTiB rpymy, o OTPHMYBaa
xoMbinoBany Tepanito BOJIIBPIC + Taganadin. ¥ marienTis, mo oTpuMyBanm
monorepanio BOJIIBPIC, ng Benuunna cxnagana 2%, TOAi SK y HaIi€HTIB, 0
OTPHMYBAIIH MOHOTEpAIIi0 Taganadinom, I BeNHIHHA ckIafaita 5 %. Yactora po3namis
HeYiHKH OyTa cX0Xa y MAali€eHTiB 3 JUCGYHKIIIEIO JTIBOr0 ILTyHOYKA.

Cynunni po3iagu
I'imoTen3is.

V mocmimxenri AMBITION y minrpyni naniesTis 6e3 qucdymkmii mBoro IUTYHOYKa
9acToTa NOOIYHHX SBHII, IO IIOTEHIIHHO BKa3ye Ha rilOTOHIIO (TiIMOTOHIS,
3araMOpPOYEHHS, CHHKOIAIIBHUN CTaH, IPECHHKONMAIBHIMA CTaH, Ba30JUIATAIis,
3HIDKEHHS apTEPialbHOr0 THCKY, OPTOCTaTHYHA TiOTEH31s, 3a1aMOpOYEHHS [IPH
(bismIHOMY HaBaHTaXKEHHI, IIOCTypabHE 3allaMOPOUEHHS, TIIOBOJIEMIUH I IIOK) Ta
9acTOTH MOOIYHMX BHNAIKIB caMoi rinmoToHil cxnanamm: 32% Ta 8% y rpymi
TOCTIKEHHS 3 PEXUAMOM JiKyBaHHA noeqHaHHaM BOJIIBPIC + tamanadin, mopiBHAHO 3
27% ta 7% y rpymi JOCIiKEHHS 3 PEXKHMOM JIKyBaHHS aMOpizentanom Ta 27% 1a 7% y
rpynax MOCIIDKEHHS 3 PeXXHMOM JTIKyBaHHA y BUITLLN MOHOTeparii Tananadinom. 3
ypaxyBaHHAM MAIi€HTIB 3 AHCQYHKITIEIO JIIBOTO Hepeacep s, YacTOTa BUNIAAKIB
IOOIIHMX peaKIlil, mo #MoBipHO abo Ge3rnocepeqHBo Oyl CIPHIHHEEH] TITOTEH3I€Ex0,
cranosuia: 30% 1a 8% y rpymi JOCTiHKEHHS 3 PEXUMOM JIIKYBAHHS [I0€THAHHAM
BOJIBPIC + Tamanadin, nopisaaHo 3 29% Ta 7% y IPyIIi DOCIIIKEHHS 3 PEKAMOM
niKyBaHHA amMOpizenTaHoM Ta 30% Ta 8% y rpymax HOCIiIDKEHHS 3 PEXHAMOM JTiKyBaHHS
y BHITLAZI MOHOTepamii Tamanadimom.

B3AEMO/JIIA 3 IHITUMU JIIKAPCHBKUMH ITPEITAPATAMM

Orasng
Hocmimxenns 3 TKaHAHAMHE TI€YiHKH JIFOAMHA TOKa3yIoTh, 1o BOJIIBPIC (ambpizenTan)

MeTaboIm3yeThes ypuguaoM S-mudochatoM rimoxyponocintpancdepas (UGT) 1A9S,
2B7S, ta 1A3S, CYP3A4 ta CYP2C19. JlocnimKeHHsl in vifro IpPUILyCKAIOTE, IO
BOJIIBPIC € cybeTpaToM opraHidHOTO aHiOHOTpaHCHOpTHOTO Ginka (OATB).
HocmimKenns in vifro Takox okasyioTs, mo BOJIIBPIC e cyGerparom, a He inribiTopom
P-rnixonporteiny (P-gp).

Hani in vitro cBimgaTs mpo te, mo BOJIIBPIC mpu kornenTpaniax 300puM He Mae
nomiTHOrO npurHidyrogoro BBy Ha UGT1A1, UGT1A6, UGT1A9, UGT2B7 a6o
bepmenTH ITHTOXPOMY P450 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ta 3A4. Kpim
TOTO, NOCTIIKEHHS in Vilro 3 BAKOPHUCTAHHIM KJIITI/IHHHX JHIH, TpaHC(i)lKOBaHHX< _—

peLenTopiB paKy MOIIO‘-IHOI 3aM03H (BPPM3), 61n01< THITy 2, IOB’ I3aHUH 3/ y
bl ,‘0
7
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sxoBuHEX KUcIOT (ETDKK) mpu xormentpamisx go 100uM. BOJIIBPIC Bussise ciadke
1ri0yBanns in vitro OATP1B1, OATP1B3 Ta ko-TpaHcopTepa HaTpiro-TaypoxoaaTy
(KTHT). 3nagenns ICso cranoBumn 47uM, 45uM, ta npubmmzao 100pM, BigmoBigHO.
JlocmimKeHHS in vitro Ha remaTonuTax IypiB Ta JIOAEH He MOKa3alH J0Ka3iB
iaridyBanns ambpizentany KTHT, OATB, EIDKK ta MPB2. Kpim Toro, BOJIIBPIC me
BUKJIHKaB excrpecito 6inka MPB2, P-gp abo EIDKK y remaronnTax mypis. Bsaraii, mqani
in vitro cimgats npo Te, mo BOJIIBPIC mpu wiiHIYHO 3HAYYIIMX KOHIICHTPAIiIX HE
BommuBatuMe Ha UGT1A1, UGT1A6, UGT1A9, UGT2B7 a6o ¢pepMeHTH IUTOXpOMY
P450 1A2, 2A6, 2B6, 2C8, 2C9 , 2C19, 2D6, 2E1, 3A4 abo TpanCIOpTYyBaHHS depe3
EIDKK, BPPM3, P-gp, MPB2, OATP1B1/3 a6o KTHT.

Biaemonis 3 iINHMH JIKADCLKHMH NPeNapaTaMu

Tabnuus 4 BcTaHoBneHa abo MOXNUBa B3aeMoAis 3 IHIWMMM NiKapCbKMMMU

npenaparamu

B3aemonis 3 PiBenn Edexr Kainiune 3ayBasxenust

iHmHMa AoKasiB

NiKapecLKHMuU

npenapaTamu

Iuxtocniopus A KB Edexru noBTopHOTO NIpHiioMy IIpu ogHOYacHOMY
nuitocropury A (100 - 150 mMr mBa 3aCTOCYBaHHI 3
pa3u Ha 100y) Ha (hapMaKOKiHETHKY B LKJIOCTIOPHHOM A 1032
crabimpaOoMy ctani BOJIIBPIC (5 mr BOJIIBPIC noBunHa OyTH
oIuH pa3 Ha 100y), a TaKoX edexTn oOMexeHa 10 5 Mr OfuH pa3

niopTopHOTO Ipuitomy BOJIBPIC (5 Mmr | Ha mens (mus. «CIIOCIB
onuH pa3 Ha o0y) Ha papmakokinetuky | SACTOCYBAHHA TA

B cTa0iIbHOMY CTaHI IMIJIOCHOPHHY A JO3H», Pexomennosani no3u
(100-150 mr nBivi Ha 100Y) BHBYAIUCE ¥ | Ta KOPHTYBaHHS 103).
3I0pPOBUX NOOPOBOMNBIB. BenwmanHu
Cax Ta AUC(0_r) BOJIIBPIC Kopurysanna no3u
36impnryBamcs (Ha 48% i 121% LAKJIOCIIOPHHY A He
BIIIOBITHO) 3@ HAABHOCTI JEKUIHKOX 03 | BAMAracThCs.
IUKIOCHIOpHHY A. Bemuuuna ti,
BOJIIBPIC y mpucyTHOCTI
IHUKJIOCTIOpHHY 30inpmiiacs Ha 38%
nopiBEAHO 3 MoHOTepariero BOJIIBEPIC
(38,36 h mo 11,5 h). He BusaBneno
BAKJIMBUX 3MIiH MEIiaHH tmax. OIHAK
6araropa3zosi no3u BOJIIBPIC ne Mann
KJTiHITHO 3HAYYIIOTO BIUIUBY Ha
€KCIO3HUIi0 IuKocnopuay A. Crif
3a3HAYATH, IO OYEBHIHA CEPEIHI
BENHYUHA t1/2 MUKJIOCIOPUHY A Y
npucytHocTi BOJIIBPIC 36inpmmmmacs
Ha 32% 3 4,7%h (TiTbKY TUKIOCTIOPHH
A) o 6,33h.




B3aemonin 3
IHIIHUMH
JIIKAPCHKHMH
npenaparamu

Pisenn
JoKaszis

EdexT

Kninigne 3ayBakeHHst

Iari6itopn
tbocdomiecTepasu
(Cunpenadir,
Tapanagin)

VY 300poBHX NOOPOBOIIBIIIB, CITLTbHE
BeeneHns BOJIIBPIC 3 irribiTopom
dochomiectepasm, crnnenadizom a6o
TaganadinoM iCTOTHO He BIUIHBAJIO Ha
tapmaxoxineTuky inribitopa
dochomiecrepazu abo BOJIIBPIC.

EdexT mocTiiHOro 3acTOCyBaHHA
BOJIBPIC (o 10 Mr oxuH pa3 Ha 106Y)
Ha (hapMaKOKiHETHKY OIHi€T HO3H
Taganadiny Ta eQeKTH MOCTiHHOTO
3acTocyBaHHA Tamanadiny (40 Mr omun
pa3 Ha 100y) Ha papMaKkOKiHETHKY
oJHi€l no3u aMOpizeHTaHy
JOCTIDKYBAIH y 23 300pOBHX
no6poronsnis. BOJIIBPIC ve MaB
JKOIHOTO KITiHIYHO 3HAYYINOTO BILTHBY
Ha apMaKOKiHETHKY
taganad ity IlogiOHIM YHHOM,
OIHOYACHE 3aCTOCYBAaHHA 3
TaganadlioM He BIUIMBAJIO Ha
¢apmaxokinerrky BOJIIBPIC.

V 310poBHX HOOPOBONBIIB, SKi
OTPHMYBAJIA Pa3oBy N03Y CHINeHA(LTY
(20 mr), no6ozi mo3u BOJIIBPIC (10 mr)
He MaJI¥ KIiHITHO 3HATyIIOTO BILTHBY
Ha (hapMaKOKiHETHKY cHIneHadiTy abo
aKTHBHOT'O MeTaboIiTy, H-IECMETHII
cuwigeHadiny. Ilomi6HuM daHOM,
no60Bi mo3u cunneradiny (20 Mr Tpudi
Ha 00y) He MaTd KIIiHITHO 3HATYIIOr0
BIUTHBY Ha (hapMaKOKiHETHKY
oxgHopasopoi no3u BOJIIBPIC (10 mr)
(meB. «MEXAHI3M I TA
KIJITHIYHA ®APMAKOJIOT LA,
«DapMaKOKiHETHKAY).

OnHoYacHe 3aCTOCYBaHHA
BOJIIBPIC 3 Taganaginom
JIOCIIIDKYBAJIOCS B MEXax
6araToneHTPOBOTO AKTHBHO-
KOHTPOJIEOBAHOTO
JOCIIKEHHS 3 IT0JBINHOIO
AHOHIMHICTIO. JTHB.
«OCOBJIMBOCTI
3ACTOCYBAHH 1»,
«ITOBIYHI PEAKIIII»,
«CITIOCIB
3ACTOCYBAHHS TA
JO3My», tTa « KJITHIYHI
BUITPOBYBAHH».

Keroxonazon

CranjioHapHe BBeIEHHSI KETOKOHA30ITY
36impmryBano AUC»Ta Cmex BOJIIBPIC
Ha 35% Tta 20% Bignoeinno. Kiiniune
3HAYEHHS IUX 3MIH HEBIIOME.

HanienTtn sxi npriMaioTs 10
mr BOJIIBPIC mix gac
JIKyBaHHS KETOKOHA30JIOM,
i IJIATAI0TE PETENBHOMY
MOHITOPHHIY Ha IPEIMET




B3aemonis 3 Pisenn Edext Kiiniyne 3ayBakeHHs
iHmavu [oKasiB
JIKapCHKHMH
npenapaTaMmu
JurokcuH KB BIuiuB OBTOPHOTO NpHHOMY Kopurysasgusi no3u
BOJIIBPIC (10 mr) Ha JUTOKCHHY HE BUMAra€eThCs.
(hapMaKOKiHETHKY OIHi€T HO3H IIporte, 3Baxkarouu Ha By3bKuit
IOHUTOKCUHY HOCIIDKYBaTH ¥ 15 TepaneBTHIHUH iHIEKC
3popoBux no6posonsuis. Kinska 103 JUTOKCHIHY, PEKOMEHIYCTLCS
BOJIIBPIC npu3Benu 10 HE3HAYHOTO, 00€epeXHICTh Ta MOHITOPHHT.
ae nomitHoro 36impmenHs AUCo.1acT)
(16%) Ta mpsAamo1 KOHIEHTpaLil
IUTOKCHHY Ta 29% 301mbme s Crmax
JUroKCcHHY.301IbIIeHHS eKCIO3HMIIiT
murokcusy (Ha 9% AUC(0«)), 1Mo
criocTepiraiocs Ipu JeKiIbKoX H03aX
BOJIIBPIC, He BBaXKaJIOC KITIHITHO
3HAYAMHM.
IepopambHi KB VY KIiHIYHOMY IOCTiIKEHH] B Kopurysaurs 1031 He
KOHTpaLIENTUBH 3[I0POBHX JOGPOBOTIBLIB BUMAraeThcs.

CTalliOHApHE JO3YBAHHSI
BOJIBPIC no 10 mMr ogus pa3 Ha
100y He BILTMBAJIO CYTTEBO Ha
hapmakokineTHKy ofHi€T 103U
eTHHiIeCTpamiony Ta
HOPETIHIPOHY - KOMIIOHEHTIB
KOMOIHOBaHHUX OpPATBHHUX
KOHTpalenTHBIB. Buxomsyu i3
BOro PapMaKoKiHETHIHOTO
IOCIIIDKeHHS, HE CIIiIl OYiKyBaTH,
mo BOJIBPIC cyrTeBo BIHHE
Ha IO KOHTPALICTITHBIB Ha
OCHOBI ecTporery abo
IIPOTeCTareHiB.

Bmmis 12 mHiB npuitomy BOJIIBPIC
(10 Mr omuH pa3 Ha n00y) Ha
(bapmMakoKiHeTHKY OfHiel Ho3u
[IEpOPATILHOTO KOHTPALIETITHBY, IO
MiCTHTB eTHHiNecTpamion (35 Mkr) Ta
HOPETiHOPOH (1 MT), BUBYATH Y
300POBHX NOOPOBOIBIIB-KIHOK. Cpmax T2
AUC (0-0) OyJIz HE3HAYHO 3HWKEHI TS
eTUHLIECTpaiony (BixmoBimHo 8% Ta
4%), Ta HE3HAYHO IIiABHUIIEH] 1T
HopeTiHnapoHy (13% Ta 14%
BinmoBigHO). I11i 3MiHM eKcIO3HIil
€THHLIECTPaAioNy a0 HOPETIHAPOHY
Oy HEBETHKUMH 1 HABpA I 4¥ Oy IyThH
KITiHI9HO 3HATYIIAMH.

uYit®
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B3aemonist 3
iHIHMH
JIKapChbKUMH
rpenaparamu

Pisenn
JIoKa3iB

EdexT

Kuinigne 3ayBaskenHs

CunbHAR
imri6iTop 2C19
(omempazom)

V KMHITHEX JOCIIHKEHHIX Tall€HTIB 3
JIAT" omHO9acHE 3aCTOCYBaHHS
BOJIIBPIC ta omemnpazoay (iHribitopa
CYP2C19) He BIIHBAIO CYTTEBO Ha
thapmaxoxineraky BOJIIBEPIC.

KopurysaHus n1o3u He
BHMara€eThCsl.

Pugammin

EdexTa TepMiHOBOTO i HOBTOPHOTO
nputioMy pudamminy (600 Mr oquH pa3
Ha n00y) Ha CTamioHapHY
tapmaxokineruky BOJIIBPIC (10 mr
OIMH pa3 Ha 100y) BUBYAIH Y 3I0POBHX
nobpoBobniB. ITicas mepomux m03
pHudaMITIHy CIIOCTEPIranocs THMIACOBE
36imemenHT AUC o BOJIIBPIC (121%
Ta 116% micns nepmoi Ta Apyroi No3u
pudamiiny, BinmosigHo). Bemugauna ti/
BOJIIBPIC 3menmmnaca Ha 50% 3 8,28
rox mo 4,59 ropn mpu oTHOYACHOMY
3acTocyBaHHi 3 pudamminom. IIpore,
KJTiHI9HO 3HAYyIIOro BIUIMBY Ha
excro3uniro BOJIIBPIC no 8-ro mus
TIiCIIS BBEJEHHS KUTBKOX 103 pHaMITiHy
He OyIo.

Hemae migcras mis
xopurysauns no3u BOJIIBPIC
IIPY OTHOYACHOMY BBEICHHI 3
pudaMIiEOM.

Bapdapun

V 3100poBHX NOOPOBOIBLIB, AKi
OTpUMYBaIH Bapdapus, [o60Bi 03K
BOJIIBPIC (10 Mr) He MaJId KJTIHITHO
3HAYMMOTO BIUIHBY HA IMPOTPOMOIHOBHIA
gac (I1T), MixHapoHe HOpMOBaHe
criBBigHOmeHHs (MHC) abo
(hapMakoKiHETHKY S-Baphapuy
(cy6erpar CYP2C9) abo R-Bapdapuny
(cybetpar CYP3A4).

V mamnientis 3 JIAT, ski oTpuMyBati
BapdaprHONONi6HI aHTHKOATYIITHTH,
ognogacHe BeefeHHI BOJIIBPIC He
IPU3BEIO [0 KIIHITHO 3HAYYIIO] 3MiHA
IIT, MHC a6o [o3u aHTHKOATryJIsTHTa
(muB. «MEXAHI3M JIf TA
KJITHIYHA ®APMAKOJIOI' LA»,
«DapMakOKiHETHKAY).

KOpHTYBaHHH J03HU HE
BHMAra€TbcA.

KB, xniHivHI BATPOOYBaHHST

B3a€M0ﬂiﬂ npenapary 3 HpoayvKTaMH Xap4YVYBaHHSA

BOJIIBPIC Mo>xHa npuiMaTy HE3ANEKHO BiJl BXKUBAHHSA DKi. (IUB. <<MEXAH13M I],'II
TA KJIIHIUYHA ®APMAKOJIOI' Iy, «@apMakoKiHETHKAY).

o
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B3aemogisa npenaparty 3 diTonpenaparaMmu
BsaeMomiro 3 miKapchKUMH 3ac00aMHU 3 POCIIHHHOT CHPOBUHH HE BCTAHOBIIEHO.

CIIOCIb 3ACTOCYBAHHS TA 1031

Oco6auBocTi J03YBaHHS

o Teparis Mae MPOBOAUTHCS TLIBKH JliKapeM-crenianicToM 3 JIAT.

° Ilepen nouatkoMm npuitomy BOJIIBPIC cnig omiruTH poboTy nediHKu (IuB.
«OCOBJIMBOCTI 3BACTOCYBAHH 1 », «ITopyrmienss 3 60Ky
IEeYiHKH/)KOBYHOTO MiXypa/llaHKpeaTHIHi IOPYIIEHHA», Ta « MOHITOpHHT i
71ab0paTOPHi JOCTIIHKEHHS ).

° Besmnexka ta epextuBHicTh Ipenapary BOJIIBPIC y mamienTis 1o 18 pokis He
BCTAHOBJICHI. TOMy marieHTam Ii€i BikOBOI IpyIH HE CIiJ] 38CTOCOBYBATH
BOJIIBPIC (muB. « TOKCHUKOJIOT' LA »).

2 ITamienTam BikoM Bif 65 POKiB O3y KOPHTYBATH HE MOTPiOHO. Y KIHIYHHX
JOCITIDKEHHSIX MOHOTEPAIIii OB IOMILIIOCS, IO Nepr(epHdHi HabpsKu
3ajIekaTh B JO3H 1 YacTillle 3yCTPIidaloThCs Y MAII€HTIB BIKOM > 65 pOKiB.

° JlixyBaHHS XKiHOK (pepTHIBHOTO BiKy 3a gonomororo BOJIIBPIC ciix
PO3IIOYMHATH TUIBKH MiCJIA OTPUMAHHSI HETaTHBHOTO PE3yNbTATy TECTY Ha
BariTHICTh 32 YMOBH BUKOPHCTAHHS HaIIHHOTO 3ac00y KOHTpAIEHIIil (I1B.
ITPOTUITIOKA3AHHS, «OCOBJIMBOCTI 3BACTOCYBAHH», «Ocobmusi
IpYyTIH Nalli€HTiBY, « BariTHi XKIiHKHY).

. BOJIIBPIC mpoTtrunokazaHo HamieHTaM 3 TSOKKAM MOPYIIEeHHM GYHKINI TediHKn
abo Buxigaum piBaeM ACT a6o AJIT >3x BMH. Ilamientu 3 AJIT/ACT >2 x
BMH He Oymnu BKITIOUYEHI B KITIHIYHE TOCTIHKEHHS OJHOYACHOTO 3aCTOCYBAHHS
BOJIIBPIC 3 Taganadimom. BOJIIBPIC crinx 3acTocoByBaTH 3 06€peKHICTIO
HarfieHTaM 3 MOMIpHUM OpPYyIIeHHIM QyHKIIH nedinky, (mus. OCOBJIMBOCTI
3ACTOCYBAHHS, «MEXAHI3M JIII TA KJITHIYHA ®APMAKOJIOT LI »,
«DapMakokineTrkay, Ta « OCOONHBI TPYITH MAIIEHTIB Ta YMOBHY, «Ileginkopa
HEIOCTATHICTDY).

° VY xinigHOMY BUNpoOyBaHHI, K€ BUBYANIO ogHOYacHe 3acTocyBanus BOJIIBPIC
3 TananaginoM, gacTora MOOIYHUX SBHUIN, MOTSHIIHHO OB’ A3aHHX 3 TIIIOTOHIEIO ¥
miarpyny namiesTiB 6e3 qucdynkuii miBoro mepencepns, ckiana 32% y marieHTis
TPYIH JOCHLIKEHHS, 10 OTPUMYBAIIH KOMOIHOBaHY TEpaIito, y MOPiBHSHHI 3
27% y IpyI HOCTIKEHHS, PEXHM JIIKyBaHHS SIKAX Iepen0adaB MOHOTEPAIIfO.
ITpu BKITIOYEHHI NAIliEHTIB 3 AUCOYHKIIIEIO JIIBOTO Mepencepast a00 OKpeMoro
PO3IIIAY TIOTEH31i He BUSABIICHO JKOJHUX HOMITHUX pi3HUIb. JuB. «[ToGiumi
peaxii.

o Hwupxosuii 06min Ta exckpenis BOJIIBPIC miniMansHi, TOMy HE0OXiIHICTE
KOpEryBaHH: JO3H Y BHNAAKY HAlli€HTIB 3 IOPYIMICHHIM QYHKIIIT HEPOK
MaJIoMOBipHa

PexomeHnaoBaHi 103 Ta KOPHTYBAHHS 103 4
BOJIBPIC crnif 3acTOCOBYBATH y /1031 5 MI' OJTHH pa3 Ha JeHb. J[onaTid
MO’KHa OTPHUMATH IpH 301IbIIeHH] 1034 /10 10 MI OMH pa3 Ha [IEHb.
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epextuBHicTs BOJIIBPIC y Bunanky mamientis 3 JIAI™ Ha ¢oHI 3aXBOpIOBaHHS
CIIOJTy9IHOI TKaHHHH MOJXe 3a0e3neuntn no3a 10 mr mpenapary. [Ipu mobpiit
nepeHocumocTi VOLIBRIS y o031 5 Mr citifi po3ristHy TH MOITHBICT IT1BHINEHHS T03H

10 10 mr (mus. «[TIOBIYHI PEAKITII»).

IIpu BUKOpHCTaHHI Y IOENHAHHI 3 TafganadisioM 1o60BYy No3y Taganadiny ciin
nigBuImaTH 3 20 Mr 10 40 MT Ha IeHb IPOTATOM 4 THIXXHIB Iicis modaTtky, a BOJIIBPIC
CJILT THTPYBATH Bix 5 Mr 1o 10 Mr gepe3 HacTymHI 4 TIDKHI IpH K0OPiii MepeHOCHMOCTI
(muB. «KJITHIYHI BUTTPOEYBAHH»).

MaxkcuManrHa pekoMeHIoBaHa 1060Ba go3a - 10 mr.

IIpu omHOYacHOMY 3acTocyBaHHi 3 mukiiocopuHoM A no3a BOJIIBPIC nounHa OyTH

oOMesxeHa 1o 5 Mr ouH pa3 Ha neHb (nuB. «BSAEMO/ILA 3 IHIIINMMKA
JIKAPCBHKUMH 3ACOBAMM », «B3aemomis npemnapariB, HUKIOCIOPAH AY).

BOJIIBPIC mosxHa 3acTocoByBatH mif 9ac abo 6e3 1xki.

IIpomymieHi go3u

SAxmo noza BOJIIBPIC npomnyimera, ciiff IOpaiuTy Nali€HTy IPUHHITH Ipemapar, K
TLNBKH BiH 3rajia€, a HOTIM IIPOJOBXYBATH IIPAHMATH HACTYIIHI TO3H Yepe3 PeryJiipHi
mpoMiXkH gacy. He criim mpuiiMaTu OB HO3H OJHOYACHO, OO KOMIIEHCYBATH

IPOIYINEeHY 03Y.

IHNEPEJO3YBAHHA

Hapasi aemae indopmariii npo vacnigku nepeno3ysanas BOJIIBPIC. He icaye
cnenu(igHOro aHTUAOTY. Y 3M0POBUX NOOPOBOJIBIIB 3 ofHi€0 103010 50 Ta 100 Mr (y 5
Ta 10 pa3iB OLIBIIOO Bi MaKCUMAaTbEHO PEKOMEHIOBAHOL 103HM) OYIIH 1MOB’ 13aH1
TOJIOBHHH O1i7Tb, IPHIHBH KPOBi 10 00IATYS, 3alIaMOPOYEHH, HYI0Ta Ta 3aKIaICeHICTh

HOCY.

UYepes mexanizm aii nepenoszyBanas BOJIIBPIC mosxe npusBecTy fo rimorensii. Y pasi
BHPaXXEHOI T1IIOTEeH311 MOXKe 3HATOOUTHCS aKTHBHA ITiITPUMKA CEPIICBO-CYARHHOL
CHCTEMH.

V BUDanKy mimo3pu Ha Nepefo3yBaHHS 3BEPHITHCS IO BAIIOTO PETiOHATHFHOTO
TOKCHKOJIOTIYHOTO IIEHTPY
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MEXAHI3M JIf TA KJTHIYHA ®APMAKOJIOTISI

Mexani3m mii

BOJIIBPIC (ambpizenTaH) - e mepopansHO aKTHBHHN aHTArOHICT penenTopin
ernnoreniny (APE) 3 kacy mpomioHOBOT KHCIIOTH, CETEeKTHBHHEI 110 penentopy
enpotemny A (ETa). Cenexrusre inriGysamms penentopa ETa IIPUTHIYYE
Ba30KOHCTPHKIILIO, OrocepenkoBany (ocdorminasoro C i mpomidepamiero kriTam-
nporeinkinasu C, 30epiraroun mpH oMy BUPOGIEHHS OKCHIY a30Ty Ta IPOCTAIUKIIIHY,
nukitigey GMP- ta nuxnigay AMP-onocepeIKoBaHy Ba30qMIATAIIIO Ta KJIipeHc
erpoTeniny-1 (ET-1), mo mos’s3anuii 3 perenTopom ennoteniny tuny B (ETg).

DdapmakoguHaAMIiKa

KappionyismonansHa remonuaamika

B pamkax mocmimxenss dasu I y mamieHTiB 3 lereneBoro apTepiabHOIO TillepPTEH3IEr0
(JIAT) onirroBay iHBa3WBHI MapaMeTpH FeMOIHHAMIKY Ha BHXIHOMY piBHI Ta micmus 12
TwkHIB (n=29). CepuesHii innexc mpu nixysarui BOJIIBPIC 3 Io3yBaHHSIM 5 Mr Ta 10
Mr 30inbmyBases Ha 0,5 1w/xs/M? (95% CI: Bix -0,01 5o 0,95; p=0,0518) Ta 0,4 MM
pT.cT./1m/M? (95% AI: Bix -0,02 no 0,76; p <0,0560), BigmosigHo. Cepenmiit THCK
nereneBol aprepii rpu nikysanHi BOJIBPIC B nosax 5 mr ta 10 mMr cranoBus -4,3 MM
pT.ct. (95% CI: Bix -8,0 mo -0,6; p=0,0272) Ta - 13,3 MM pr.cr. (95% AI: Bix -26,1 mo -
0,6; p <0,0460), Binmosinuo. CepenHs pe3UCTEHTHICTS JIETEHEBAX CYIOHH IPH JTKyBaHHI
BOJIIBPIC B nozax 5 mr ta 10 Mr cTasoBus -3,5 MM prT.cT./IU/XB (95% CI: Bix -6,0 1o -
0,94; p=0,0131) Ta -4,3 MM pr.ct./w/™min (95% JII: Big -11,3 no 2,7, p <0,1179),
BifmoBifHO. He crocTepiraocs 3HAYHOTO SHEKEHHS CEePEHBOTO THCKY TIPaBOro
nepencepas.

Harpiypernuynmnii nenrrun tumy B

JBa rane60-koHTponsOBaHHX Kociimkerns dhasu I mokasamm, mo KOHIIEHTpAIis
HYIII'M (HaHTpifypeTHIHOro MeHTHY FOJIOBHOTO MO3KY) Y ILIa3Mi NIAIEHTIB, AKi
orpumysami BOJIIBPIC npotsarom 12 TmxkHiB, 3MeHmmnacs va 29% y IpyIi, mo
npuiMana o3y 2,5 mr, #a 30% y rpymi, mo npuiiMana 103y 5 mr, ta Ha 45% y TpyTIi, Imo
npuiiMana 103y 10 mr (p <0,001 mmst koxxHOT rpymH i3 po3GuTTsIM 32 JI03aMH) Ta
30impnmTacs Ha 11% y rpymi, mo npuitMana miane6o.

Y nmamientie 3 JIAT, sxi orpumyBaiu kombiHoBany Tepamito BOJIIBPIC ta TafanadiioMm
y Mexax pocnimkenns AMBITION, crocrepiranocs GinbIne 3HIKEHHS BiTHOCHO
BUX1IHOTO piBHA N-KiHIIeBOTO Ip0-B HaTpiitypetranoro nentuny (NT-pro-BNP) y
MOPiBHAHHI 3 IAIi€HTaMH, [0 OTPUMYBaTH MoHOTepamito VOLIBRIS (reomerpuuHi
HAaHMEHII KBaIPaTH - CEPETHiH BiCOTOK 3MeHIIeH s Ha 67% y IOpiBHAHHI 3 56%
BiIIOBiTHO; BinmoBimao; p =0,0111) abo y IIOPIBHSHHI 3 IAIli€HTAMH, 10 OTPH
MOHOTepaIrio Tananadinom (3HmKeHHS Ha 44%; p <0,0001). ;
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3amwxerns NT-pro-BNP crioctepiranocs Ha nmogaTtky (TwxnaeHs 4) i 30epiramocs no 24
THKHSL.

Kappioenexrpodizionoris

V parnomizoBaHOMY, TO3UTHBHO-IIIANE00-KOHTPOILOBAHOMY, TAPATIETHHO-TPYIIOBOMY
JIOCTIiIKEHH] 3I0poBi ¢y0’exTh moausa otpuMyBaii abo BOJIIBPIC 10 mr 3
0JTHOPa30BOIO 103050 40 MT, mIanebo 3 0IHOPa30BOIO N03010 MOKcHGIoKcanuHy 400 M
abo tinpku miane6o. Jlobosa mo3a BOJIIEPIC 10 Mr He Mana icTOTHOTO BILTHBY Ha
iarepBan QTc. 40-mr no3a BOJIIBPIC mpu3Bena 10 361IbIIEHHS CEPEHBOTO 3HAUCHHS
QTc npH tmax Ha 5 Mc, BepxHI Mexxa 95% noBipu - 9 Mc. Brumas cymyTHBOT Teparmii
BOJIIBPIC 3 inribitopamu metaboiizMy amOpizeHTaHy (TOOTO KETOKOHA30JI0M,
muksiocnopuaoM A) Ha mogosxerHs QT HeBimomuit (muB. «B3SAEMO/ILA 3 IHIIMMKA
JIKAPCBKUMU ITPEITAPATAMM»).

dDapMaKoKiHETHKA

BemoxryBannasa: BOJIIBPIC (amOpizeHTan) MIBHAKO BCMOKTYETHCS Y JIIOACH.
Ab6comotHa 6ionoctynHicts BOJIIBPIC meBinoma. Ilicns nepopampHOTO IpHitoMy
MaKCHMallbHa KOHIeHTpatlis B mia3mi (Cmax) BOJIBPIC, sx mpaBuio, ocsaraeTscst
TpHOIU3HO NpOTAroM 1-2 roj mpu mpuioMmi SK HaTmecepre Tak i micisd Dki. Cpax Ta
IUTOINA ITiJ| KPHBOIO ITa3MoBoi KoHIeHTparii-dacy (AUC) 30LIbIIyIOTECS POITOPIIHHO
J1031 B MEXaX TepaleBTHIHNX 103. PiBHOBaXKHA KOHIICHTpAIliA 3a3BUYAlf JOCATAETHCS
yepe3 4 JHi TOBTOPHOTO MPHHOMY.

Jocnimkenns epexty ki, mo Brmrogaio npuiom BOJIIBPIC 3gopoBumMu
JIOOPOBOIBIISMH ITiJT 9ac TOJIOAYBAHHS Ta Micis 1K1 3 BUCOKAM BMICTOM XHPY, TOKa3ajo,
1m0 Cmax 3HIKYBaTach Ha 12%, Toni sk AUC 3anmmmanack He3MiHHOMO. [le 3MeHImeH s
MiKOBOT KOHIIEHTpaIiil He € KiIiHigHOo 3HagyImuM, ToMmy BOJIIEPIC MoxHa npuitmary 3
Dxero abo HaTIecepIe.

Po3moaisi: BOJIIBPIC (am6pi3eHTaH) Ma€ BUCOKY CIIOPITHEHICTD 3 O1IKAMH IIJIa3MH.
3B’s3yBanug BOJIIBPIC 3 OinkaMu mia3Mu in vifro CTaHOBHIIO B cepemHboMY 99% 1 He
3aJIexano Bif KoHnenTpanii B miamasoHi 0,2-20 pmkr/min. BOJIBPIC croyatky
3B’sA3yeThes 3 anp0ymMiHoM (96,5%) 1, MEHIIOIO MipoFo, 3 TIIKOIPOTETHOM abha-i-
KHUCJIOTH.

Pozmopin BOJIIBPIC B epHTpONUTH HU3BKHM, CEpEIHE CITIBBITHOINECHHS KPOB:ILIa3Ma
0,57 ta 0,61 y 90oOBIKiB 1 )XIHOK, BiJIIIOBITHO.

Meta6omaizm: BOJIIBPIC (amOpi3eHTan) IMIOKYpOHI3YETHCS 3a JOTIOMOT OO KiTBKOX
i30(bepM6HTiB UGT (UGT1A9S, UGT2B7S 1 UGT1A3S) o yrBopeHHS aMOpi3eHTaHy
rimokypoHiny (13%). B MEHIIOMY cryneni BOJIIBPIC (aM6p1zeHTaH) TaKoX 3a3Hae

[IIIOKYPOHI3YETBCS 10 4-riapoxcnmemn aMOpi3eHTaHy TIIOKYPOHiTY 5"
10 3B’ sI3yBaHHsI 4-T1IPOKCUMETHI aMOpPi3€HTaHy 3 PEIENITOPOM €HIIO




pasiB MeHIIE, HiX y amOpizeHTaHy. ToMy IIpH KOHI[EHTPAISX, 10 CIIOCTEPIraloThCA B
masmi (mpubmu3ao 20% BiXHOCHO 6ATHKIBCHKOT0 aMOpi3eHTaHy), HE OUiKYEThC, 10 4-
TiIPOKCHMETHI aMOpi3eHTaH CIpHATHME (hapMaKOIOriuHii aKTHBHOCTI aMOpi3eHTaHy.

Bsaemoniro BOJIIBPIC 3 UGT, nuroxpoMaMy Ta TpaHCIOPTEpaMH JKiB JOCIIHKyBaIH
in vitro (muB. «BBAEMO/IA 3 IHIIMMU JIIKAPCBKMIMU 3ACOBAMM»,

«B3aemogis mpemapatiBy).

Excxpenisa: BOJIIBPIC (am6pizenTaH) Ta #oro MeTaboIiTH FOJIOBHAM YHHOM
BHSBJIAIOTCS y KaJll IiC/Id IEe9iHKOBOTO Ta/ab0 [03aediHKoBOro MeTaboizMy.
[Tpubmusno 22% BBEIEHOI HO3H BUAULIETHCS B CE4i ITiCIII EPOPATBbHOTO IPHHOMY, IIPH
eoMy 3,3% 3anuiuaeTbes He3MiHeHHM amOpizeHTaHOM. [lepiof HaiBBHBENEHHS IiCIIA
GararopazoBoro NpuHoMy y 3M0pPOBHX TOOPOBOJIBLIB CTAHOBHTE MPHOIM3HO 15 rogus
(Bim 13,6 mo 16,5 rox), y mamientis 3 JIAT - Bix 9 mo 15 rox. Cepenniii kitipeHc npu
[epopanbHOMY IIpHHOMI aMOpi3eHTaHy CTaHOBHTH 38 MII/XB Ta 19 MII/XB y 310pOBHX
oci6 Ta y marienTis 3 JIAT, BigmoBigHo.

Oco0HBI rpyIH NAEHTIB Ta YMOBH

Hita: besneka ta epextuBHICTH npenapaty BOJIIBPIC y mamienTis o 18 poxis He
BCTaHOBJIEHI.

Hopocuai: Ha mincTasi pe3ynbTarTiB HOMy LIifiHOro hapMaKkoKiHETHIHOIO aHATI3Y y
3[0pOBUX JOOPOBOINBIIB Ta HarieHTiB 3 JIAT, dpapmaxoxinetuka BOJIIBPIC cyrreBo HE
3anexana Bix Biky (muB. « CIIOCIB 3BACTOCYBAHHA TA JIO3M»).

Crarp: Ha migcrasi pe3yabTaTiB MOMyIIANiHHOrO (apMaKkOKiHETHYHOIO aHAI3Y Y
3I0POBHX JO0OpOBOIBLIB Ta manieHTiB 3 JIAL, dapmaxokinerrka BOJIIBPIC cyrTeBo He
3ajiexana Bil cTarti.

IleginkoBa HepocraTHicTh: Dapmaxokineruka BOJIIEPIC y XBOpHX 3 TSKKHMH
[OpYIIEHHAMH QyHKIIT medinkn abo 3 KIIHIYHO 3HAYYIIAMH ITi IBAIIECHUMH
IEeYiHKOBUMH TpaHCaMiHa3aMHd He BHBUYeHa. [IpoTe, OCKIIBKH OCHOBHAMH IIILIXaMH
MeTabomnizmy BOJIIBPIC € rmokypoHifamisa Ta OKACIECHHS 3 IOAAIBIINM BHBEACHHIM 3
’KOBYI, MOKJIMBE MIOPYIIEHHS QYHKIIA HeYiHKH, IO 3011bIrye eKCro3umito (Cmax T2
AUC) BOJIIBPIC, oraax MacmTabHICTh IBOTO HOPYIIEHHS Ta Oy /ab-sIKui BIIIAB Ha
6e3mexy Ta epekTHBHICTE He omiHoBaiCsA. Tomy BOJIIBPIC nmpoTtrnokasanuii
Hanie€HTaM i3 TSDKKUM TopyIneHHAM QyHKIi meuinku abo pisaem AJIT/ACT> 3x BMH.
[Manientn 3 AJIT/ACT >2 x BMH He 6yiu BKIIIOYEH] B KIIIHIYHE JOCILIKESHHSL
onrouyacHoro 3acrocysanssa BOJIIBPIC 3 tamanadinom. BOJIIBPIC cnix 3acrocoByBaTtu
3 00€peXKHICTIO allieHTaM 3 IIOMIpPHHM HOPYIICHHIM QYHKITH IeYiHKy, (IHB.
«OcobnuBocTi 3acTocyBaHH"Y, «IlopyineHHs 3 60Ky MediHKH/>KOBYHOTO




Hupxosa segocTaTHicTh: PapMaKOKiHETHYHI JOCTIPKEHHS Y NAII€HTIB 3 HHPKOBOIO
HemocTaTHIiCcTIO He npoBoauircs. OmHak Hupkosa exckpenis BOJIIBPIC minimaneua,
TOMY MOPYIIEHHS QYHKIII HIPOK HE IIOBHHHO CYTTERO MiABHIIYBATH €KCIIO3HIIIIO
BOJIIBPIC.

SBEPI'AHHA TA CTABIVIBHICTD

30epiratu npu Temmeparypi 15-30°C.

JIKAPCBKI ®OPMHU, CKJIAZL TA YIIAKOBKA

BOJIEBPIC 5 Mr - e [BOOIYKJIi TaOJNETKH, BKPUTI ITIBKOBOXO 000I0HKOF0, 611 10-
POKEBOTO KOIBOPY, 3 KBaIpaTHOIO 000JI0HKO0, 3 rpaBitoBaHHsM «GS» 3 omHOro GOKYy,
ta «K2C» Ha iHmOMY OOI1i.

BOJIIBPIC 10 mr - iie nBoomyxti TabaeTku, BKPHTI ITIBKOBOIO 000I0HKO0, TEMHO-
POXKEBOTO KOJILOPY, OBATIBHOI (POPMH, BKPUTI ILTIBKOBOIO 00OJIOHKOXO, 3 TPABIIOBAHHAM
«GS» 3 ogHOTO O0OKY, Ta «KE3» Ha iHIImOMY 60IIi.

Koxna Tabnerka, HOKpHTa ITIBKOO, MICTHTE TaKi JOIMOMIXKHI PEYOBHHH:
Kpockapmerno3sa matpito, FD&C Red #40/Allura Red AC Aluminum Lake, MmoHOTigpar
JIAKTO3H, JEIUTHH, MaKpOToJI/IOMieTHICHT K06 3350, cTeapaT Marwiro, Ieiroo3a
MiKpOKPHCTAIIYHa, OTIBIHIIOBAH CIHUPT, TATHK 1 JIOKCH] THTAHY.

Tabnerku BOJIIBPIC BumyckaroThes y GuticTepHii ymakosiii mo 30 TabneTox.




YACTHHA II: HAYKOBA TH®OPMAIIIS

PAPMAIEBTUYHA IH®OPMAIIA
AKTHBHA pe40BHHA
BnacHa Ha3Ba: amOpizeHTaH

Ximigna Ha3Ba: (+)-(2S)-2-[(4,6-miMeTunmipuMeTuH-2 -1 )0KCH] -3-METOKCH-3,3-
nidheHimponanoBa KACIoTa

Monexyniapaa ¢popmyna Ta Mosiekyapaa Maca: CaHaoN2Oa, 378,42

Q COOH CHs

HsCO

a et

@i3EKo-XiMiuHi BTaCTHBOCTI: AMOPpI3eHTaH - Iie KPUCTAIIUHA TBEPa PEIOBHHA
Bi 61510r0 110 ciporo kompopy. Ile kapGorosa
kucnora 3 pKa 4,0. AmMOpizeHTaH mpakTHIHO
HEPO3YHHHHUN y BOII Ta ¥ BOOHHUX PO3YHHAX IIPH
HU3bKOMY pH. P034nHHICTE y Bomi 30iMBIIyETHCS
y BOJHHX PO34YHHAX IpH Oinbin Bucokomy pH. ¥V
TBEPIIOMY CTaHi aMOpi3eHTaH IyXe CTiHKUH, He
TirpOCKOTIYHIH 1 HEUYTIHBHIA [0 CBIiTIIA.

CrpyxTypHa dpopmyna:

1190




KJIIHIYHI BUITPOBYBAHHS

JdemMorpadidni HoKa3HHKH Ta opraHi3amis 6a30B0ro KJIiHIYHOIo A0 CTiIKeHHS
JIKyBaHHSH JIereHeBol apTepiajibHOI rimepTensii

Tabnuua 5 KopoTkuit ornsg opraHisauii Ta geMmorpadiyHmMx nokasHukis
nauieHTiB 3 NnereHeBOIO0 apTepianbHolo rineprensiecto (J1Al), wo
B3AMM yyacTb Yy KIiHiYHUX BUNpobyBaHHsX Tabnetok BOJIBPIC

Hocaimkennsi|Oprauizamis JosyBanHsl, Bupuenns Cepepniii | CtaTth Erionoris JIAT

JOCTiIKeHHST croci6 BBeieHHs [npenMeTiB (n = |Bik n (%)
Ta TPHBAJICTh  |paHJOMi3oBaHa |(Fiana3oH)
KiJIbKICTB)

ARIES-1 Hocnimkenns ¢asu 111, |Tabnetku 5 mrta |[Inane6o, n=67 (50,1 YonoBiku: TIAT*:
noJBiifHe crire, 10 mr 5 Mr: n=67 (17-82) 33(16,4%) 126(62,7%)
mwrane6o IpuiMaInAcs 10 Mr (n=67) Kinxwm: He IIAT:
KOHTPOJILOBAHE, LIOJHA IPOTATOM 168(83,6%) 75(37,3%)
6araToIeHTpOBE, 12 TwKHIB
OaraToHaIiOHAIbHE

ARIES-2 Hocmimkenns dasu I11, [tabnerkn 2,5 mr  |[Inane6o, n=65 |50,9 Yonosiku: IIAT*:
NOABiHHE cIrime, Ta 5 Mr 2,5 Mr: n=64 (20-81) 49(25,5%) 125(65,1%)
mwane6o IpUiManucs 5 Mr: n=63 Kinxu: He IIAT:
KOHTPOITEOBAHE, IIOAHSA IIPOTSATOM 143(74,5%) 67(34,9%)
GaraToneHTpoBe, 12 TmxHIB
faraToHaIioHATbHE

AMBITION |Hocmimkerss ¢azu I, |amOpisentany 10 ([Toeqnanms 55,7 Yonoaixu: 144 |IJIAT*: 330
MoIBiliHE CIIiIe, Mr + taganadiny |amOpizenran + |[(18-75) (24 %) (54,6%)
aKTHUBHO 40 mr, Taganagin: Kinku: 461 He IJIAT:
KOHTPOJIEOBAHE, amOpizerTany 10 [n=302 (76 %) 274(45,4%)
6araToIeHTPOBE, Mr abo
OaraToHaI[iOHATbHE Tafanadity 40 mr, [MoHoTepartis

o INpuAMaTucs  |aMOpi3eHTaHOM:
NEPOPAIBLHO n=152

IO THSA.

ITputivManHs MoHoTeparmis
aMmOpizeHTaHy Taganaginom:
po3nodaro y no3i |n=151

5 Mr npoTArom 8
THDKHIB, a
Taganadin - y 20
MT IpoTsrom 4
THDKHIB.
Koperysanmns
03U BinOyBanocs
3 ypaxyBaHHIM
TIEPEHOCUMOCTI.

*JIAT = imionmaruyna JIAT




Monortepania BOJIBPIC pus nikysannsa JIAT

byno mpoBeneHo [Ba paHAOMI30BaHHX, IIOJBIHHO CIIKX, OAaraToneHTPOBHX, IUIANe60-
KOHTPOJIFOBAaHHX, OCHOBHHUX HocmimkeHHd pas3u III (ARIES-1 ta ARIES-2).Opranizariro
JIOCIIKEHHS Ta JeMorpadivyHi MOKa3HUKH MaIieHTiB HaBeneHo B Taouumg 5. B 060x
pocaimkeaaax BOJIIBPIC 6yB momaHwuii 10 TOMOMDKHIX/(OHOBHX TIKApCHKHX 3aCO0iB,
AK1 MOKYTh BKITIOYaTH KOMOIHAIIIO TUTOKCHHY, aHTHKOATYJISHTIB, JiyPETUKIB, KHCHIO Ta
Ba30AMIaTaTOPIB (6II0KATOPH KaJbI[ieBUX KaHAIIB, iHTiOiTOpH AIID). ITepBruHHOIO
KIHIIEBOXO TOYKOIO OCIIDKEHHS Oyna Xo/a Ha BiicTaHb npoTaroM 6 xBumH (6XBX).
KpiM Toro, OmiHIOBaIX KIiHIYHE IOTipIIeHHs, QyHKIioHATbHIH Kiac BOO3, mokasauk
3a[MIIKH 3a MKanoio bopra Ta ¢pizuune QynxmionyBanns 3a OuuTyBaIsHEKOM SF-36.

HIJIAT" B ocHOBHOMY Oy1a IIOB’sI3aHa 13 3aXBOPIOBAHHAM CIIOIYYHOI TKAHUHHM. JIeKiTbKa
BiICOTKiB Oy/H IIOB’s3aHi 3 BUKOPHUCTAHHIM aHOpeKcureny abo BIJI-indexmiero.
BinpmmicTs namieHTiB Maml CHMITOME QyHKITIoHaTEHOTO Kiacy BOO3 II (38%) a6o III
(55%).

PesyasTaT gocaimkenHst

IlepBHHHOIO KiHIIEBOIO TOYKOO, BH3HAUSHOO JJI ITHX JOCIIIKEHB, OYII0 HOIiIIIeH s
¢i3uuHOi Ipane3gaTHOCTI, OIIHEHO IIITXOM 3MiHH BiTHOCHO BHXiJHOTO PiBHS X000 Ha
BigcTanb 6 xBuauH (6XBX) Ha 12 TrxHI.B 060x mocnimkennsx maikysauus BOJIIBPIC
IIPH3BENIO 10 3Ha4HOro nomnmerHs 6 XBX mis koxxHoro mqo3yBanus BOJIIBPIC, sk
noxazaHo B Tabmmisg 6. BcTaHOBIEHO MOMINIIEHHS 3MaTHOCTI BUTPAMYBATH (i3wdHi
HaBaHTXXEHH IicI 4 THXKHIB JIIKyBaHHS, SKe 30epiranocs Ha 12 THKHI JIIKyBaHHA 3
IOJBIIHOIO aHOHIMHICTIO, K ITOKa3aHo Ha PucyHok 1.

CepenHsi 3miHa 6-XBUIMHHOI BigcTaHi B MeTpax y gocnimkeHHi lll
da3m Ha 12 TuxHi (y nauieHTIB 3 igionaTM4yHOO Ta HeigionaTuyHoro
NAT: guB. Takox Ta6nuusa 10)

Tabnuus 6

ARIES-1 ARIES-2
ILnane6o Swmr 10 Mr Ilnaue6o 2,5 mr 5 mr
(n=67) (n=67) (n=67) =65) (n=64) (N=63)
Buxinnuii pisenb 341,9+ 73,47 | 339,6+76,68 | 341,5+78,28 | 342,7+85,93 3473 + 355,3 + 84,45
83,81
Cepenns 3mina -7,8 + 78,88 22,8+ 82,98 43,6 £ 65,91 -10,1£93,79 | 22,2 + 82,67 49,4 £7536
3HAYEHb BiAHOCHO
BHXIIHOT0 piBHSA
Cepenuna psiny 0,5 21,1 32,5 -3,5 27,5 40,0
BeJIHYHH 3MiHH
BigHOCHO
BHXigHOro piBHA
Cepennst 3mina 3 30,6 514 323 594
KOPHI'YBAHHSIM Ha
niaune6o BifHOCHO
BHXIIHOT0 piBHS
95% 1 2,9,583 26,6, 76,2 1,5,63,1 29,6, 89,3
3HaveHHs pt 0,008 <0,001 0,022 ===~
Cepe/He + CTAHNAPTHE BiIXHIECHH § o g K ),
T p-3Ha4YCHHS - i€ NOPIBHAHHS 3HA4YEHb KPUTEPIiB CyMH panris Yinkokcona mis BOJIIBPIC ta a 12 Tux

PO3OUTTSM MallieHTiB Ha THX, IO MaroTh inionaruany JIAT Ta neinionatuany JIAT
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PucyHok1  CepepnHs 3miHa 6-xBUNMHHOI BigcTaHi (qocnimkenHst Il dhasm) y
nauieHTiB 3 igionaTU4yHOO Ta HeigionaTuuHoto JIAT

ARIES-1
60 - —&—nauebo
m
=y
=
(3]
=
BuxigHui TuxnoeHs 4 TWKAeHb 8 TwxaeHb 12
piBeHb
ARIES-2
60 - —&—Tnaue6o
45 | A - 2,5 M
—B—5w™r
04 o D
15 -
2
a
= 0
=
45 4
-30 -
BuxigHui TwkaeHb 4 TwkaeHb 8  Tuxpenw 12
piBeHb

Cepepuna psny BETMYHMH 3MiHH BiTHOCHO BHXITHOTO PiBHS JUCTAHLI{ XOXH IPOTATOM 6 XBHITHH y
JOCTiKeHH] Ianebo-rpymy Ta rpyny, mo orpuMysana BOJIIBPIC
3HaYeHHs BUPAKAIOTHCA K CEPENHE SHAYCHHS + CTaHAAPTHA NOXHOKA CEepENHBOr0 3HATEHH.

Cummromu JIAT oniHroBany 3a IIOKa3HHKAMHE 3aIHIIKH 3a mKaioo Bopra (3111B),
dyskmionamsHOro Kitacy BOO3 ta mkanu ¢isauroro GpyHKIioHyBaHHST 3a
Ornurysansaukom SF-36. Jlixysarrsa BOJIIBPIC npusBeno 1o cTaTHCTHYHO 3HAYYIIHX
nosinmens 31106 Ha 12 txai (Tabmui 7). Takox crocTepiraamcs MONTINIIeH S 32
mKajoxo ¢pisuanoro GynknioHyBannd 3a OnuryBansaukoM SF-36, mpoTe BoHH HE MaIOTh
CTaTHCTUYHO 3HAYYIIOTO XapaKTepy.

é‘n
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Tabnuusa 7  TligcyMkoBi faHi Npo BTOPUHHI KiHLeBi Touku y gocnimkeHHi ARIES-
1 Ta ARIES-2 3a 12 TuxHiB (nonynsauis ITT)
ARIES-1 ARIES-2
Ilnaue6o | AmOpisenTan | Ambpisentan | Ilnaue6o | AmGpisentan | AmOpisenTan
5 mr 10 mr 2,5 mMr 5 mr

3mina noka3Huka |3MiHa BiHOCHO 0,0 -0,3 -0,9 0,8 -0,2 -0,4
3aAMIIKH 32 BHXiIHOIO (-0,55,0,54) | (-0,79,0,16) | (-1,3,-0,41) | (0,17,0,54) | (-0,74,0,34) | (-0,87,0,14)
mkagoro Bopra  |piBmg 10 12
(€311} TKHA

ITopiBusaums -0,3 -0,9 -1,0 -1,2

3 manebo, (-1,0, 0,4) (-1,6,-0,2) (-1,9,-0,2) (-2,0,-0,4)

TOYKOBE p=0,316 p=0,002 p=0,046 p=0,040

TIOPiBHAHHA - + + +

(95% CD)
3mina nokasuukis |[Toxpamenss 16(23,9%) 19(28,4%) 20(29,9%) 11(16,9%) 10(15,6%) 9(14,3%)
3a knacom BOO3, |[Toripmenss 11(16,4%) 1(1,5%) 3(4,5%) 12(18,5%) 3(4,7%) 2(3,2%)
N (%) TopiBHAHES 3 p=0,0726 p=0,0957 p=0,2058 p=0,1872

mnaneGo! - - - -
3mina ¢isnunux  |3MiHa OLiHKH 1,82 (9,25) 1,88 (8,68) 4,79 (7,90) |-0,15(7,29)| 3,78 (7,63) 2,97 (7,79)
KOMIIOHEHTIB 32 |BiIHOCHO
OnuTyBaJAbLHHKOM |BHXITHOTO
SF-36 piBHS, cepenHs

BeNMYIMHA (32

mxanor SD)

TopiBuaHHA 3 p=0,992 p=0,056 0,005 0,052

mane6o - - s -

! Ha ocuoBi anaiizy 7-6aisHOi 3MiHH BiJ BHXiZHOTO piBHA
+ CTaTUCTAYHO 3HAYUMHH PE3yIbTAT, - HE CTATUCTHIHO 3HATUMUM

VOLIBRIS npH3BoIHB 0 3aTPUMKH KJIIHIYHOTO HOTipIIeHHS (I{¢ BUMipIOBAHHS

BKJIIOYAE BUNANKU CMEPTI Ta rocmitaiizamii 3 mpuawau JIAT), Xo4a 115 3aTpHMKa He
JOCATIA PIBHA CTATHCTHYHO 3HATYMIOr0 XapakTepy. Jac 1o KIiHI9HOTO MOTipIIeHHs
ITAT" Bu3HAa4YaIM SK Yac BiJ paHIOMi3allil [0 IEepIIOro BHNAIKY CMEPTI, TpaHCILIAHTAI]
JIeTeHb, rocIiTaiizamii 3 mpuauny JIAT, mepeacepaHOl CenToCcTOMIl, IPUIHHEHHS
TOCIIIIKEHHS depe3 H0JaBaHHs iHIMUX [IperapaTiB I TepareBTHIHOIO JiKyBanus JIAT
a00 NPUNHHEHHA NOCTIIKEHHS depe3 ABa abo OiNbIne KpUTepilB BUKIIOUEHHS
3 mociimpkeHHs (muB. Tabnums 8).




Tabnuusa 8 ligcymMkoBi gaHi npo nogii kniHiyHoro noripweHHs JIAI y
pocnipkeHHi ARIES-1 ta ARIES-2 3a 12 TuxHiB (nonynsuis ITT)
ARIES-1 ARIES-2
TepanesTH4Ha rpyna IInaue6o AmbGpizenTa | AmGpizenTa Ilnaue6o AmOpizenTa | AmOpizenTan
H H H 5 mr
Honist n (%) (n=67) 5mr 10 mr (n=65) 2,5 mr (n=63)
(n=67) (n=67) (n=64)
CwmepTh 2 (3,0) 1(1,5) 1(1,5) 3 (4,6) 2 (3,1) 0(0,0)
TpancnnaHTanig nerexi 0(0,0) 0 (0,0) 0 (0,0) 0(0,0) 0(0,0) 0 (0,0)
Tocnitanizarnis gepes JIAT 2 (3,0) 2 (3,0) 2 (3,0) 9 (13,8) 34,7 2:3,2)
Tepencepana cerrrocromis 0 (0,00) 0 (0,0) 0 (0,0) 0(0,0) 0(0,0) 0 (0,0)
TIpunuHEeHHS TOCTI KEHHS 1(1,5) 0(0,0) 1(1,5) 0(0,0) 0 (0,0) 0 (0,0)
1epe3 JONAaTKOBE JIiKyBaHHS
JIAT
Kputepiit nepexony Ha 3 (4,5) 0(0,0) 2 (3,0) 7 (10,8) 2 (3,1 1(1,6)
¢asy Il mocmimkeHHs
Bcroro BUNpo6OBYBaHUX 3 6 (9,0) 34,5 34,5 14 (21,5) 34,7 34,8
nonisvu >1
3Ha4yeHHs P 0,4925 0,4925 0,008 0,008

(ambpizeHTaH y HOPiBHIHHI
3 mane6o)*

*[TopiBHAHHA TOYHOTO TecTy Qilnepa H0 MOKa3HUKIB BUKOPHCTAHHA Iu1aneto

V nocmimkennai ARIES y nmanienTis i3 cumnroMamu ¢yHKmioHaIpHOro Kiacy I BOO3
Ha BHX1ITHOMY piBHI cepenHe 3HaueHHs BDI cranoBmio 2,98, cepenne 3nauenns 6XBX -

375 m; 47% manienTiB i3 cumnToMamu yuKItioHansHOro kKiacy II BOO3 mamu 6XBX

noHax 400 M. V mamienTiB i3 cumnTomMamu ¢yraKuioransHOTO Kiacy III BOO3 cepenne
3HaueHHs1 BDI cranosumno 4,38, cepenue 3nauenns 6 XBX cranopmno 330 M Ha

BUXIJHOMY piBHI.

VY mamnieHTiB i3 cuMnToMamMu GyHKIionaasHOro Kiacy II ta III BOO3 minsumenss
cepenHboro 3HadeHHa 6XBX (y mopiBHAHHI 3 TPYIIOIO, IO OTPUMYBaJIa I1amnebo)
croctepiranocs micns 12 TwxHiB nikyBaras BOJIIBPIC y nozax 5 mr ta 10 mr (Tabmung
9). IloxpameHHs BTOPAHHUX KiHIIEBHX IIOKa3HHUKIB TAKOXK MiATPHMYBAIO €(EeKTHBHICTE
K marienTiB Qyrkionansroro kiacy 11, tak 1 I xiracy BOO3.
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Tabnuusa 9 TMoninweHHsA 6XBX Ha 12-My TUXHI B focnimkeHHsx cdasm lll y
nauieHTiB i3 cumnTomamu chyHkuioHanbHoro knacy Il BOO3 a6o
cumnrTomMamum cyHkUioHanbHoro knacy BOO3 (nonynsuis ITT)
ARIES-1 ARIES-2
Ilnane6o BOJIIBPIC BOJIIBPIC IInaune6o BOJIIBPIC BOJIBPIC
5 mr 10 mMr 2,5 mr 5 mr
KnacIl  |3mina 6XBX -0,3 +26,6 +43,4 -7,3 +37,0 +61,4
BOO3 BiHOCHO (-19,3, 18,7) (-1,0, 54,2) (17,6, 69,2) (-45,9,31,4) (9,1,64,9) (31,3,91,5)
BHXiIHOTO
3HAYeHHT 0o 12
THOKHS, CEPEIIHE
suagenss (95% CI)
TToxpamenns 27,0 43,7 +44,2 +68,6
6XBX 3 (-4,8, 58,7) (12,8, 74,7) (-1,1, 89,6) (21,5, 115,8)
KOpETYBaHHIM Ha p=0,0460 p=0,0072 p=0,0624 p=0,0104
manebo, cepenHe
3gagenss (95% CI)
Kuac  III|3mina 6XBX -15.2 +18,7 +42,2 -15.2 +6,2 +38,3
BOO3 BiHOCHO (-45,0, 14,5) (-5,8, 43,3) (21,0, 63,4) (-48,3,17,8) (-26,2, 38,7) (11,7, 64,9)
BHXiITHOTO
3Ha4YeHHA 00 12
THKHS, CEPEHE
3HageHns (95% CI)
TokparmeHHs +34,0 +57.4 21,4 33,5
6XBX 3 (-4,1,72,1) (20,5, 94,3) (-24,8, 67,7) (11,2, 95,8)
KODETyBaHHSIM Ha p=0,0624 p=0,0187 p=0,4500 p=0,0217

mnane6o, cepenHe

3Ha4enHs (95% CI)

Koporkuii oriaz 3MiHE 3Ha49€HHA 6-XBHIMHHOI BificTani (6XBX) BiIHOCHO BHXiIHOTO

piBHA npoTsaroM 12 TrwkHIB HaBemeHo B Tabmuns 10.

Tabnuusi 10 KopoTkuit ornsp 3MiHM 3HaYeHHs1 6-XBUNUHHOI BigcTaHi (6 XBX)
BifiHOCHO BUXiAHOrO PiBHA NPOTAroM 12 TUXHIB i3 po3oUTTAM 3a

(2%,




xapaktepoM J1AI' 3 BUKOpUCTaHHAM MeToay 3aMiHU NMPonyLeHnX
AaHUX OCTaHHIM BUMipsAHUM 3HaYeHHAM (LOCF) (Monynsauis: ITT)

ARIES-1 ARIES-2
TepanesTuyHa rpyna ILnane6o BOJOBPIC | BOJIBPIC Ilnaue6o BOJOBPIC | BOJIBPIC
10 mr 2,5 mr
3MinHa BimHOCHO N 43 42 41 42 42 41
BHXIJHOTO PiBHA 1O
12 TeKHs Cepenne -6,3 (82,14) | 36,6 (85,42) | 50,6 (58,22) | -20,6 (101,23) | 35,7 (67,97) | 55,1 (86,58)
(CB)
IopirHAHHL 3{Touxopa 42,9 56,9 56,3 549
mane6o OIliHKa
3HAa9eHHA p! ’0,0053 0,0011 0,005 < 0,001
3Mima BigHocHO  |N 24 25 26 3 2 22
BHXiJHOTO PiBHA 10
12 TxHS
Cepenue -10,6 (74,32) | -0,4 (74,69) | 32,4 (76,38) 9,1(76,77) -3,5(102,10) | 38,6 (47,96)
(CB)
IopiBHAHHS 3| Touxosa 10,2 43,0 -12,6 29,5
miane6o OIiHKa
3HaYeHHs p! 0,4965 0,0487 1,000 0,170

"Kpurepiii cymu panris Yinkokcona iz po36uTTsM Ha manientis 3 JIAT Ta nanientis 3 HUIAT

Tepanisa noenaanasv BOJIIBPIC 3 taganadinom nas gikysanas JIAT

Edext mogarkosoi kom6inoBanoi Tepamnii BOJIIBPIC i tananadizom mocmimkyBagcs y
GaraToeHTPOBOMY, 3 TOABIHHOIO aHOHIMHICTIO, aKTHBHO-KOHTPOILOBAHOMY

IOCTiDKEHHI, IIpeAMeTOM AKoro Oyio nopiBasHEsS Kom6inanii BOJIIBPIC Ta Tagamapiny

3 moHoTepaimiero BOJIIBPIC a6o Tamanadinom y mamienris 3 JIAT II-I11
ynxmionansHoro kiacy BOO3. YV nocnimkenni B3sum ydacts 610 manienTis; 605
TAIi€HTIB OTPEMANH IOHAHMEHIIE OHY 03y HOCIIKYBAHOTO penaparty, a 500
3a[JOBOJIGHUIIE KPUTEPIi IEpBUHHOTO aHami3y edexTuBHOCTI. [TanienTis pangomizysany y
nponopmii 2:1:1 no oxHoro pasy za 506y BOJIIBPIC 10 mr + taganadin 40 mr,
BOJIIBPIC 10 mr a6o Taganadin 40 mr. INpuitmaruas BOJIIBPIC posnodaTo y n03i 5 Mr
IPOTATOM 8 THKHIB, a Tafanadin - y 20 mr npotsirom 4 Tixuis. Koperysanns koxHOT
103U B OIK 3pOCTaHH:A BiIOYBAIOCs 3 ypaxXyBaHHIM IIEPEHOCHMOCTI. B paMkax aHamizy

OCHOBHO{ epeKTHBHOCTI y 226 mamnienTis (89%), sxux nikysamu BOJIIBPIC + Tananadin,

IPOHIILTA THTPYBAaHHA NO3H Taganadizy B cTOpoHy 36impiments 3 20 mo 40 mr, a 'y 220
nanieHTiB (87%), sxux nixysanu BOJIIBPIC, npoitmumua TutpyBanss no3u BOJIIBPIC B
CTOpPOHY 30inbImerHs 3 5 10 10 Mr.

Kinneroro T09KOI0 HEPBHHHOTO HOCIIIKEHHs 6YB Yac 0 IepIoi ol KIiHi9HOro
noripmenHs. BropurHuMY KiHIleBUME noKasHukamu Gyiu 3mira NT-pro-BNP,

Bi/ICOTOK HAIli€HTIB i3 33JOBIBHOIO KIIIHIYHOIO peaKiliero Ta 3Minow 6 XBX Bi | THOGHO
BHXIHOTO piBHA. Bei 1i mokasHuKH ominroBamucs Ha 24 Tk (mus. «MEXFA ]
TA KJIIHYHA ®APMAKOJIOI' ). 4

V namieHTiB, 110 B3SUIH y9acTh y HOCTIKeHH], Oya inionaraanaa JIA
JIAT" (3%) a6o JIAT", moB’s3aHa i3 3aXBOPIOBAHHAMH CIIOIYYHOI TKaH

GAH




xBopoboro cepus, BlJI-indekmniero abo npenapatamu abo tokcunamu (AJIAT, 44%).
Cepenniii 9ac BiZl BCTAHOBJICHHsI AIarHO3y [0 MEPIIOrO BBEIECHHSL JKapCchKOro
npenapary craHoBus 22 aui. IIpu6masso 31% ta 69% narienTis nepeGysamm y
¢dynxmionamsaoMy Kinaci BOO3 II Ta III, Binmosinxo. Cepengiit Bik mari€HTa CTAHOBHB
54,4 poky (32% namieHTiB > 65 pokiB). BiIbITiCTE NAi€HTIB HATEXATH 10 €BPOMIEOIHOT
pacu (90%). HacTxa xiHox cranosuna 78%, a 46% mnarieHTiB moxoasts 3 ITiBHigHOT
Amepukn. [l IEpBHHHOTO aHAIT3Y epEeKTUBHOCTI CEpeHs eKCIO3HIiT KOMOGIHOBAHOT
Teparmii ctanoBuna 534 mi.

Yac 00 kniniunozo nozipuenns

Yac no xminivroro noripmenss JIAT GyB CKIaI€HO0 KiHIIEBOIO TOYKOI0, BH3HAYEHOIO
AK Jac 10 IepIIOro HACTAHHA CMEPTI (CMEPTHICTS i3 3arallbHUX IPUYHH), TOCIITATI3aIi]
mns noripimerns JIAT, porpecyBaHH: 3aXBOPIOBAHHSA a00 HE3aI0BiNEHOT TPHBAIOL
KJIiH{9HOT peakmii. ['ocmitamizaniio 3 mpranan ycxknanuenns JIAT Bu3Hagam s 6yzs-
Ky TOCIITaN3aMio 3 IpuYrHy noripmenns JIAL, TpancinanTanii Jeress un
CepILsl/IETenb, IEPENICEPIHOI CenTOCTOMI a00 MOYATKy MapeHTepaIbHOI IPOCTAHOLLHOT
Tepamii. IIporpecyBanHs 3aXxBOpIOBaHHA BU3HAYAIOCS K > 15% 3HMKEHHS BIIHOCHO
BUXINHOTO piBHA B 6XBX y moenHaHHi 3 cumiroMamu GyrkmionanrsHoro kiacy I a6o
IV BOO3 (upu 2 moc1iIoBHAX BiBiAYBaHHSX IiCIIs BUXITHOTO PiBHSA, PO3ALUICHHX
JaCOBUM IIPOMDKKOM >14 nHiB). He3anoBinbHy TprBaly KIiHI9HY BiAIOBIIb BU3HAYATH
K Oynp-sake 3HIWKeHHs 6XBX HI>KYe BEUXiIHOTO piBHA B OEIHAHHI 3 OI[IHKOO
¢ynxuionamsroro crany III kmacy, mo BEMiproBaBCs 1/ Yac BiIBiAyBaHb OPOTATOM 6
MiCSTIiB.

IManienTy, sxux mixysamu BUIIBPIC + taganadinoM, 3a3HaTH 3HATHOTO 3HIKEHHS
PH3HKY KJIIHIYHOI TIOTipIIEHHs HOPIBHAHO 3 TAIi€HTAMH, SKUX JIKYBAIH MOHOTEPAIIEI0
BOJIIBPIC (p = 0,0004) a6o MonoTepaniero Tananadinom (p = 0,0045). 3HmKeH S
PH3HKY BHHUKHEHHS KIIIHIYHOTO NoripieHHs ckiaro 52% (HR= 0,48, 95% CI:0,31,
0,72) mpu xomb6iHOBaHi# Teparmil y mopiBHsHHI 3 MOHOTepamnisgeto BOJIIBPIC, ta 47%
(HR=0,53, 95% CI.0,34, 0,83) y nopiasHHi 3 MOHOTepaniero Taganadimom.'padixu
4acy 1o KiiHigHoro noripmenHs Kanmana-Meitepa koMGiHOBaHOT Tepamii y IopiBHSHHI 3
KOXKHOIO MOHOTEpAII€EI0 NI0Ka3aHi Ha PHCYHOK 2; KopoTKy iH(popMarlito Ipo ImepBHHHi
KIiHITeBI TOUKH HaBeneHo B Tabmums 11.




PACYHOK 2

Bes nogiit (%)

Yucno nig 3arposoto:
KomGinauis:

MoHoTepanisi am6pizeHTaHoMm:

Be3 nopint (%)

Yucno nig 3arpo3oio:
KombGinauis:

MonoTepanis Tagandinom:

C 119

Yac po kniHiyHoro noripweHHs Tepanii noegHaHHam BONIBPIC +
Tapanadin y nopiBHsAAHHI 3 MoHoTepanicto BOJIIBPIC a6o
Tapganadinom B gocnigxeHHi AMBITION

100 1pik 88.9%
75‘ . 3 le: 67.6%
S S : i
1 pik 76.0% """t..!‘ :
: B -y :
50 2 pik 61.2% m——————
: 3 pik 52.2%
254 - ‘KombiHoBaHa Tepanis CP: 0,477 )
: 95% CI (0,314, 0,723)
== MoHoTtepanis ambpizeHtanom  : P=0,0004
0 5 1 v ¥ T g ]
(1] 24 48 72 86 120 144 168 192
Yac (TuxkHiIB)
253 229 186 145 106 71 36 4
i 126 104 81 57 38 23 14 3
100 1 pik 88.9% :
2 lgik~ 79.7%
b ] - :
i - ‘i ,’- oy 3 piK. 87.6%
] - - E 3
1 pik 78.1% e etan - :
; 2 pik 65.7% .
504 2 piKE 60.6%
254 - ‘KombGiHoBaHa Tepanisi CP: 0,528
: 95% Cl (0,338, 0,827)
= = MoHoTepanisi Taganadinom + P=0,0045
0 v ¥ ¥ o r r r t
o 24 48 72 96 120 144 168 192
Yac (TuxHiB)
253 229 186 145 106 71 38 4
121 105 74 51 38 26 11 2

Hac Bix pamomMizanii 10 IEPIIOro KIiHITHOrO MOTIPITEHHS 3 OLIHKOIO 3a MeTonoM Kariana-Metiepa i

TIOTipIIEHE; IOKa3aHi P-3HAYEHHSA - NPUOIH3H] 3HAYEHHS, 0GYHUCIIEH] METOIOM JTOTapU(MITHOrO paH

1t xomOGinoeanoi tepanii VOLIBRIS + Tananadin y mopiBusaHHi 3 MOHOTEpAITI€LO.




Tabnuua 11 Kopotka iHcdopmalisi npo nepBUHHI KiHLEBI TOUYKM (BCTaHOBMEHI
WAXoM npoueaypwu kniHiyHoro aHanisy) y gocnigxeHHi AMBITION

BOJIIBPIC + tananadin MownoTepanis MoHoTepanis
(n=253) BOJIIBPIC Tagaaadinom
n (%) (n=126) (n=121)
n (%) n (%)
KommonenT nepuroi moaii kJiniuHoro noripmexns
CwmepTs (BCi npHIHHH) 9(4%) 2(2%) 6(5%)
Tocmitanizanis gepes 10(4%) 18(14%) 12(10%)
noripmenns JIAT
IIporpecyBanus 10(4%) 12(10%) 4(3%)
3aXBOPIOBAHHS
Hesanosinsna 17(7%) 11(9%) 12(10%)
JIOBrOTPHBAJIA KITIiHIIHA
BiZOBING

Pesynpraty ananisy dacy 1o CIipHOTO KIIHIYHOIO MOTIPIIEHHS Ta [0 HEPIIOTO 3
KO’KHOT'O KOMIIOHEHTA KJIIHIYHOTO IOTipINeHHs HaBeeHi Ha PrucyHok 3.

PucyHok 3

Kniniyne
noripwexHs

CmepTts

Mepuwa rocnitanizauis

Mepuie
nporpecyBaHHA
XBOpo6u

MNepuwa He3agoginLHa
AoBrorpusana KiiHiyHa
BignosigeL

Amani3 cipaux moniit y nocmimkerni AMBITION

Mepesara komGiHavin

Mepesara moHoTepanii

BigHowenHs " .
Nogii : PU3NKY SHayeuHs p . »
' (95% A1)
[KomGinoBaHa Tepanis,
48 (18%) n=253] :
43 (34%) 0477 (0.314,0.723) 0.0004 L
4
¥
34 (28%) 0.528 (0.338,0.827) 0.0045 - e et
£
1
’ [Kom6inoBana Tepanis, §
13 (5%} n=253] E
9 {7%) 0.712 (6.303, 1.673) 04335 1 ¥ o 1
2
10 (8%) 0.565 (0.247,1.283) 0.1711 - ¥ * ;
19 (8%) [Kom6iHoBaHa Tepanisn, H
n=253] }
¥
27 (21%) 0.323 (0.179,0.583) ~0.0001 1 PG ——— 3
1]
&
17 (14%) 0.442 {0229, 0.853) 0.0124 eyt s
. - 4
13(5%} r[‘liozmscgiuoaaua Tepanis, 5
1
14 (11%) 0.438 {0.205,0.932} £.0273 A ¥ L £!
L]
Ed
5(4%) 1118 (0.395,3.149) 0.8356 A s T d
[Kom6iHoBaHa Tepanis, 4
17 {7%) n=253] E
*
12{10%) 0.874 (0322, 1.412) 02913 7 "'—"'—-'-'—-3—-!
1]
13{11%) 0.553 (0.268, 1.142) 0.1039 + 5"'-—-—-—***—--‘-5—(
0.25 0.5 K

® Tepanin kombiHaLi€l0 y NOPIBHSAHHI 3
MoHOTepaniclo amGpiseHTaHom (n = 126)

2
CnissigHouweHHn puankis (95% [JI)




Beranosneno edexTHBHICTE T04aTKOBOI KoMbiHOBaHOT Tepamii BOJIIBPIC +
TafanaQiioM y 9aci 10 KIiHIYHOTO NOTipIIeH s y HACTYHEX MArpynax: erionoris JIAT
(JIAT'/CJIAT (cmamkoBa JiereHeBa apTepianbHa rineprensis) Ta HUIAT, 6a30Ba migis
@K BOO3 (IL, III), perion (IliBriuna AMeprKa, iHITI 9acCTHHH CBITY (Cy6’eKTH
TIEPEBAKHO 3 €Bpomnn), 6a3oBa BikoBa rpyma (< 65, > 65 pokis), 6azoBa BikoBa rpyma 3
BIKOM BHIIEe 200 HIDKYE CePEHBOTO BiKy, cTaTi Ta 6230801 inii 6XBX BHIe a60 HIDKIE
mocmiKysanoi Memiany 6XBX. AHaii3 KOXHOT IiATPYIIH IOKA3aB 3HIKEHHS pH3HKY
IIpH KOMO1HOBaHiM Teparii y HOpIBHXHHl 3 OKpEMHMH MOHOTEPAIisSIMH y BCIX MiArpymnax,
33 BHHATKOM Ii/I'PyIIH YOJIOBIKiB, B SIKiif He CIOCTEpIranocs 3HIKEH S PH3HKY [IPH
xoMbinoBaHi# Teparii B HOpiBHAHHI 3 MOHOTEpaIIi€r0 Ta,z:(ana(bUIOM Ile moxe OyTH
CTaTHCTUYHHM apTe(akToM Jepe3 BiTHOCHO HU3BKY KiNBKICTh YIACHHKIB YOIOBIU0i CTAT
(n=122) y mocmimkensi.

Bynu ripoBeneni ananisu gacy 1o mepmoi mozii KIiHIYHOT MOTipIIen s (CMepTh,
rocoiTaizaris 3 IPHTHHY YCKJIATHEHHS JIAT Ta mporpecyBauus xBopobu). IlamienTH,
K1 oTpEMyBaiH nikyBaHusS BUIIBPIC + tananadin, Mand MeHmmit PHU3HMK BHHUKHEHHS
HEPINOro BCTAHOBIEHOTO KIIIHIYHOTO IOTipIIeHHs B OyIb-IKHH Jac BiTHOCHO
TI0YATKOBOI'O PiBHA IO OCTATOYHOI OIIHKH B IOPIBHSHHI 3 HAIEHTAMHE, IKi OTPAMYBAIH
moHoTepamnito BOJIIBPIC abo moroTepamiio Tanamadinom. 1[i SHIKEHHS PH3HKY CKIATA
CTAaTHCTHYHO 3Ha4yIi 56% MOpiBHAHO 3 MOHOTeparmieto ambpizentarnom (HR = 0,443,
95% CI: 0,279, 0,704, p = 0,0004) i cTaTHCTHYHO He 3HawmMi 39% MIOPIBHSHO 3
MoHoTepariero Taganaditom (HR = 0,611, 95% CI: 0,364, 1,028; p=0,0607).

Kniniuna 6ionoeios

3azoBbHA KITiHIYHA PEAKIid Ha 24 TIXHI Gylia CKIIANEHO0 BTOPHHHOIO KiHIIEBOIO
TOHKOI0, BU3HAYCHOIO 1K >10% monimmenss 6XBX BiXHOCHO BAXiTHOTO PiBHA,
noJinmenns a6o 36epekeHHs CHMITOMIB GyHKIioRaTEHOTO Kitacy BOO3 I a6o II, a
TaKOX BIJICYTHOCTI MO KIiHIYHOTO IIOFlpIHCHHX 1o abo micis BIJIBIJIYBaHH}I Ha 24-mMy
THKHI. BifcoTKoBa YacTka malieHTiB, sKi JOCATIH 3a0BiIBHOI KIHHIYHOT BiATIOBINI Ha
24 TeKHI B TPy, 0 OTpHMyBaIa KOMGiHOBaHy Tepariio (39%), Gyiia 3HAUHO O1LITBIIIONO,
HIX y IPyTIi, M0 OTpEMYyBaja MOHOTepario taganadizom (27%, p = 0,0321,
CIiBBimHOIEHHS pu3uKiB 1,723, 95% CI: 1,047, 2,833). Pizuung y 3amoBinpHii
KIIHIYHiH BiAmOBiAi MiX KoMGiHOBaHOO Tepariero Ta MoHOTepamiero BOJIIBPIC (B1%, p
=0,1518, cniBBigHOmeHHS pusukis 1,424, 95% CI: 0,878, 2,308) me Oyna CTaTHCTHYHO
3HAYyINOO.

3oamnicme sumpumyeamu pizuuni nasanmaxcenms
BceranosiieHe mokparmen s BiTHOCHO MEIiaHHOTO 3HAYEHHA BHXiAHOTO piBHst 6XBX Ha

24 TrxHi Oyna BHINIOIO y BHIIANKy KoMGiHoBaHoi Tepamii (i 357,0 M no 414 O M), HIX y
BHIATKY MOHOTepaml BOJIIBPIC (BIIL 368,5M no 407 0 m) 360 MOHQIEPATIT

W
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TaKOXX 3HA9yIIOIO OyJa pi3HMI y Ipymi MoHOTepamii Taganadizom (22,7 M, 95% CI:
16,5, 35,5; p=0,003).

PucyHok 4  MepniaHHe 3HaYeHHA BUXiAHOIO PiBHS XOAM NMPOTArom 6 XBUINH Yy
pocnigpkeHHi AMBITION

607 -8 Kom6inosana Tepanis

- MoHoTtepanisi BoniGpic
-4 MoHoTepanis Taganadinom

50+

40+

30+

v . wn e  we

MeTpis

.
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MnaHku norpiwHocTel npeacTaenaTs 95%
nosipyi iHTepBanu

Be3snexka nedinku

IleuinkoBy QyHKIIIIO OIIHIOBATIM B KJIIHIYHAX JOCHTiMKeHHIX. B mocmimkerasax ARIES 1
Ta 2 He OyJI0 BUIIAIKIB IOPYIIEHHS aMiHOTpaHchepasy™> 3X BepxHs Mexa Hopmu (BMH)
y 262 manienTiB, ki orpuMysany BOJIIBPIC, a y mariienTis, ski oTpuMyBama miane6o
(2,3%), cranocs Tpu Bumanku (3i 132). KyMy/asaTHBHA 4acTOTa IigBHINEHHS
amirOTpaHCc(depa3s B cuposarii kposi > 3x BMH y Beix mpocnimkenmax dazu II Ta 111
(BKIIFOYArOYH PO3IMIMPEHHs) cTanoBHIA 3,5% (17 3 483 cy6’exTiB npH cepeaHiit
TPHUBAIIOCTI eKcro3uii 79,5 TwkHiB). ¥ BIIKPHTOMY TOBrOTPUBAJIOMY PO3IIHPEHOMY
nocmmkerri ARIES-E (mocmimkerss ARIES-1 ta ARIES-2 (N=383)) 2-piunmuii pu3ux
I JBAINEHHA PiBHSA aMiHOTpaHc(epa3 B CHPOBaTIi KpoBi > 3x BMH y nanienTis, ski
orpumysanu BOJIIBPIC, crarosus 3,9%. Y mocmimxenri AMBITION y migrpymi
HaieHTiB 6€3 UCQYHKII TiBOro MIIYHOYKA, YaCTOTa BIIXUIICHb aMiHOTpaHCc(epasy B s

noeqHaHHI 3 Taganadinom, ckrana 4% (10 3 253 namienris). YactoTa BigxuneHs
amiHOTpaHc(epasu B CHpoBaTii kKpoBi ipu MonoTeparii BOJIIBPIC cxmana 2% (2 8147
TAIi€HTIB), a IpU MOHOTeparii TaganadinoM - 3% (3 3i 121 nauienTa). Pisens
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3aXBOPIOBAHOCTI OyB HOMIOHMM IIPH PO3ITIAAL MOMYIIAIiH 3 THCHYHKITIEIO IiBOrO
nepeaceps.

JAETAJIBHA ®APMAKOJIOI'TA

AMOpisenTaH - e crenudiTHI, KOHKYPEHTHHIT aHTarOHICT PENENTOPIB eHI0TENIHY, 10
Mae€ CeJIeKTHBHICTh BiHOCHO penentopiB ETa. 111 hapmakonoriuae BracTuBicTs €
OCHOBHHM CIOCOO0M [ii aMOpi3eHTaHy.

DapMaKoJIOTiuHy aKTHBHICTh aMOpi3eHTaHy OLIHIOBAIHA B Cepii aHANI3IB Ta Mozeeii Ha
TBapHHAX.

Ilepeunna dpapmaxomunamika: J[oCITiDKEHHES in Vitro 3 BAKOPHCTAHHAM MeMOPaHHUX
IPENapaTiB 3 MiOIUTIB ILTyHOUKIB JIFOAMHHA [OKA3aIIH, 10 aMOPi3eHTaH € aHTATOHICTOM
ernoTeniny 3 Ki 16 pM simaocHo penentopiB ETa. Cenextuenicts aM6pisenTany
BinHOCHO penentopis ETa y mopisrsnHi 3 penentopavu ETs mpu6imusao B 4000 pasis
BUIIA. BinHocwa criopinuenicts R-eHanTioMepy 6yi1a HOMITHO ¢/1aGIIoI0 ITOPIiBHSHO 3i
3HAYEHHAM [UI1 S-€HaHTIOMEDY.

Hocmimpkenns in vivo MOZelNi TiepToHil, BUKIHKAHOI eHI0TeTiHOM 6YIH PoBEeH] Ha
mypax. IIpu nepopaisroMy npuiiomi po3mip mo3u am6pizenrany (1, 3, a6o 10 mr/kr)
SHIDKYBAB IIi[BAIICHHS apTepialbHOTO THCKY B pe3yibTati indysii enmoreniny (Big ET-

1.

He npoBonmiocs nociimkers GpapMakofuHaMivaux edeKTiB aMOpiseHTany Ha
TBapUHHHUX MOJIEIIIX JIETEHEBOT riepTensii.

Bropunna gapmakonmaamika: ITpu BunpoOyBanHi Ha cienupidHicTS 3
BHKOpHCTaHHAM Habopy (100) penentopis Ta ioHHEX KaHaliB, aMGpisenTas mpy 10 pM
He OyB akTHBHUM (<50% mpurHidenns).R-eHanTiomep i 4-rigpokcHMeTHI MeTaGomiT
amOpiseHTaHy Takox Oy/H HEAKTHBHHMH B aHATOTTIHOMY HaGOpi CemupidHOCT.

VY 1ypiB 3 HOpMaIbHEM apTepialbHUM THCKOM MepopanbHe BBeneHH 300 Mr/kT
amOpizenTany abo BHyTpiITHEOBeHHE BBeAeHHS 100 MI/KT aMOpi3eHTaHy CIPHIHHAIO
I0YATKOBE i JBAUIIEHHS apTepPialbHOrO THCKY Ta 9aCTOTH CEPIEBHX CKOPOYEHb, III0
CYIPOBOMIKYBAJIOCS CTIHKHM 3HIDKEHHSM IIHX CePLEBO-CYAMHHIX TOKA3HHKIB.

Y cobak i3 HOpMaIBHIM apTepialbHiM THCKOM MepopanbHe BBemeHH: 1, 10 ta 100 mr/xr
amOpi3eHTaHy CIPHIHHAIO J0303aI€)KHE 3HIKEHHS apTePialbHOTO THCKY, SKe He
KOMIIEHCYBAJIOCA 301IBIIEHHAM YaCTOTH CEPIIEBHX CKOPOYEHb.

®apmaxoJoris 6e3nexn: Byo IpoBeneHo TOCTIHKEH s GapMaKOIOTiTHOT 6e3gg
METOIO BCTAHOBIICHHS BIUIUBY aMOpi3eHTaHy Ha IEHTPAIbHY Ta IepH(EPUIHY
CHCTEMY, CepLEBO-CYIHHHY Ta AUXaIbHY, IUTyHKOBO-KHIIKOBY Ta HUPKOBY CJ%?E i,
TaKOXX Ha CEPLEBY NPOBiMHICTE (KMTHEEMH cTpyM hERG Ta maminapamx M’ i_/l’g g by, /‘7/4* .
@l a #
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MOPCBKHX CBHHOK), CKOPOYEHHS IIANKHX M’s3iB MATKH, 3rOPTaHH KPOBi Ta
MITOIE€HHICTE CEJIE31HKOBUX KIIITHH.

He 6yJ10 BHsABIIEHO SBHEX HEHTPANTLHEX 200 NepHpepuIHuX edeKTiB y MUIIEH Ta IIypiB
IiC/Ig BHYTPIITHBOBEHHOT'O Ta IIEPOPATBHOrO BBENEHHS 103 10 100 Mr/xr Ta 300 Mr/kT,

BIJIIOBITHO.

PesynpraTs mux GapMaKoIOrivHAX BHIPOOYBaHE Ha Ge3IeKy BKa3yIOTh Ha T€, IO BHCOKI
KOHIIEHTpaIlii aMOpi3eHTaHy He CIPaBIIsIIH XOIHUX eeKTiB in Vilro, ex vivo Ta B HiloMy
Ha TBAPUHHI MOJEII Ta CBIfYATh PO MiHiMalIbHUE PU3KK [ Gionoridaux edekTis, mo
He Oy OXOIUTEHI IPEAMETOM NOCTiKeHHs. IIpoTe Benuki pasosi mo3um aM6pizeHTaHy
MOXXYTb 3HU3HTH apTepialbHUM THCK 1 MOXKYTh BHK/IHKATH TiIIOTOHIIO Ta CHMIITOMH,
TIOB’A3aHi 3 Bazopmnaramniero. KpiM toro, y mypis amOpisenran (pasosa
BHYTpIIIHBOBEHHA 200 IepopanbHa JJO3H) 3HIKYBaB IIBU/IKICTH BUBEIEHHA HEPKOBOIO
HATpiIo, XJIOPHY Ta KaTbIii0. SHHKEHHS IIBHIKOCTI BUBEIECHHS MaJIo JO303aIEKHAM

XapakTep.
Hocnimxkenns GpapMakogHHAMITHOT B3a€MOIIT 3 IperapaTtaMu He IIPOBOJHITHCSL.

JIOBrocTpoKoORBe JiKYBAHHS

[TanienTy, mo 6pay yJacTs y JBOX KIIFOYOBUX mociimkerHsx, ARIES-1 ta ARIES-2,
Oynu 3apaxoBaHi o BinkpuToro posrapenoro nocmimkeHHs: ARIES-E. OcHoBra MeTa
ARIES-E nonsrana B omiHIii 3aXBOpIOBaHOCTI Ta TSDKKOCTI MOGIYHEX peaKIlii,

0B’ A3aHHX i3 TpuBamuM BiuuBoM BOJIIBPIC, BKIrO9arour BIUIMB Ha
aminoTparcdepasy B cuposarti kposi. [TanienTy, sixi orpumysama BOJIIBPIC y Mexax
ARIES-1 ta ARIES-2, B Mexxax API-E mponoBXyBain OTpHMYBATH aKTyanbHy H03Y, a
HAIi€EHTH, [0 OTPUMYBANH IUIae60, MoYald OTPEMYBATH J03H 2,5 MT, 5 MT a60 10 Mr
omuH pa3 Ha 100y (N = 383). [TanieHTH MOXKYTh IPOXOJUTH HiABHINEHHS a00 3HIKEHHS
JO3H Ta MOXYTb [IPHAMATH IPOCTAHOIHI IpeNapaTH, cXBaleHi ms Tepamnii JIAT, y mipy
neobxinHocti B xomi ARIES-E (13% manienTiB motpe0yroTh Tepamii mpocTanoizom). 3
96 namienTis, mo OTPEMyBaIH 03y 2,5 Mr (31 190 mauienTis, Mo 0TpEMyBaIH o3y S5 Mr,
Ta 31 97 manieHTiB, mo oTpuMyBau 103y 10 Mr npu pargomisanii) 82%, 68% ta 49%
IIPOJOBKHIIH OpaTH y9acTh Y JOCHimKeHHi Ha 1, 2 Ta 3 pori, BignosigHo. Ta,
BiNOBigHO, 91%, 83%, 79% nux manienTiB nepeGyBanu Ha MmoroTepamnii BOJIIBPIC
IIPOTATOM ITUX IEPiOIiB.




Bmwxusanus

V¥ mexax pocmimkers ARIES-E, BenHurHYE BIDKHBAaHHS Y ITAIII€HTIB, 0 OTPHMYBAIH
nixyBarsst BOJIIBPIC (2,5 mr, 5 mMr a6o 10 Mr onuH pa3 Ha IeHb), BAMIpSAHI 32 METOIOM
Kannana-Maiiepa na 1, 2 Ta 3 pomui, cTaHOBIIH BiAmoBigHO 93%, 85% Ta 79%.
BinpmicTs namienTiB, mo npuivMamu BOJIIBPIC re Oinbmme 3 pokiB, He OTpHMYBaIH
igmoro mikyBaHHS JIAT, HIX SIK 3a3HAYEHO BUINE. 3B’SI30K JO3H 3 PEAKITIEIO HE
cnoctepiraBes. L{i HEKOHTPOILOBaHI CIIOCTEPEKEHHS HE JO3BOJIIOTH IIOPIBHIOBATH
rpymy, mo He nputiMana BOJIIBPIC, i He MoXXyTh OyTH BHKOPHCTaHI IJIs BU3HAYEHHS
nosroctpoxoBoro BrmuBy BOJIIBPIC na cMepTHICTS.

Bbesneka

B ninomy, mix gac tpusaioro mpogosxenHI APIEC-1 ta APIE-2, ske TpuBano 12
THXKHIB, HE CIIOCTEPIraJIOCh JKOJHUX HOBHX ab0 HECHIOJiBaHUX MOOIUHHX peaKIlii.
JlocnimHuKY BBOXKAIOTH, IO 3 67 (18%) cMepTeid, o CTAIHCS i/l Yac IPOJOBKEHHS
JOCIIiIKEHH, IIICTh CEpHO3HUX MOOIUHUX peaKIliid, SKi COCTEPIraIncs y YOTHPHOX
nargienTtis (N = 32; 13%), 6ynu Buxiakani BOJIIBPIC.

ITo6iune sABHINE TPH3BENO JO MOCTIHHOTrO NIPHIHHEHHS JTiKyBaHHs 85 (22%) maimienTis, B
OCHOBHOMY 4epe3 IOTipIIeHHs JIereHeBol rineprensii (5,2%) Ta mpaBomuIIyHOUYKOBOT
HenoctatHocTi. IlicTHamuaTs (4%) namienTiB Manu migsuinenns AJIT ta/abo ACT > 3
pa3u BHUINE BEPXHBOI MEXKI HOPMH, IO IIPU3BEIIO IO IPUITHHEHHS JIIKYBaHHS TiIbKH
OIHOTO TaIfieHTa. 3HWKEHHS reMorIo0iny 36epirajocst IpoTAroM YChOro JIiKyBaHHI. Y
TIAITIEHTIB, 10 IMpHiMad BaphapuH abo iHII aHTUKOATYJIAHTH, HE OYII0 KIiHiYHO
3HauyImX 3MiH cepenaboro PT abo MHC.

EdexTusHicrs

B minomMy, mo3uTHBHA AMHAMIKa, IO CIOCTEpiratacs mpoTsAroM Iiamnebo-
KOHTponboBaHux pgocuimkeHb, ARIES-1 ta ARIES-2, 36epiranacst mpoTsSroM mMOBHOTO
MEPIOAY CIOCTEPEKEHHS Y OUIBIIOCTI MAITIEHTIB, O Mpoxoauiu gociimkenss ARIES-E.

TOKCHKOJIOI'TA

ToxcHyHicTs IPH NOBTOPHHUX BBeAeHHAX: OCHOBHI BHCHOBKH JOCIIKEHE
ToKcu4uHOCTI Ipu noBTOpHOMY BBeneHHI BOJIIBPIC (aMOpizenTan) Mutmeii i mypis
JaCTKOBO BilHECEHI 0 MepeOimbpIneHol GpapMakoIorigHol il Ta BKIFOYAOTE IIATOJIOTIT
HOCOBOI IIOPO>KHUHH Ta f€90K. J[oCHiKeHHA TOKCHYHOCTI IPU IIOBTOPHOMY [03YBaHHI
cobaxk moka3yroTh xopomry nepernocumicte BOJIIBPIC. Koo BusBiennx naronorm
obMeskeHO GyHIaNbHOO aTpodi€lo 3a03, KIIHIYHUMH 03HAKaMH ycxnagﬂéqo;wka@yﬁﬂ

S Lol

Ta OIJIYHKOBO- KI/IHIKOBHM po31a10M. CMepTB abo OBH&KI/I 1o HpHSBOJ_.'i}IT

JIocm,szeHHﬂx TOKCHYHOCTI IOBTOPHAX /103 ¥ IypiB npu > > 100 Mer X%e‘i}’jb g" ;e”
npu 1500 mr/kr/nens. ITinBumeHui piBeHb CMEPTHOCTI CHOCTeplraFch;g\a’ko fé’,s//;;;) 2
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JBOPIYHUX JOCIIDKEHHSX KaHIIEPOTeHHOCT] Ha mypax pu 30/20 ta 60/40 mr/xr/nesun
(mo9aTkoBy H0GOBY 03y 30 MI/KI/ASHb HOCTYIOBO 3HHKYBAMU 10 20 MI/KI/IeHB, a 103y
60 Mr/Kr/meHb IOCTYIIOBO 3HIKyBad 10 40 Mr/kr/nens) i Mumax mpu 250/150
MI/KT/eHb (0YaTKOBY H000BY 103y 250 MI/KI/IEHB MOCTYIIOBO 3HIDKYBaIH 10 150
MT/KI/CHb)

V Ipu3yHIB Ta B MEHIIOMY CTYIIEH] y COOaK CIIOCTEPIiranucs 3anajleH s Ta 3MIHH B
emiTenii HOCOBOI IIOPOKXHAHHA Ta/ab0 HOCOBHX PAKOBHH IIPH MOCTIHHOMY BBEIEHHI
BUIIBPIC Ta iHIIAX aHTaroHicTiB penenTtopiB ennoreniny (EPA).

Omnkorene3a Ta myrarene3a: [ enorokcranicTs BOJIIBPIC oniHroBamu B KOMILUIEKCHAX
TMOCILDKEHHSX in vitro Ta in vivo. BOJIIBPIC MaB Ki1acTOreHHUH BIUTHB Ha JIIMQOIHTH
JIONMHY in Vitro K y IPHCYTHOCTI, TaK i y BiACYTHOCTI MeTaboIi9HOI aKTHBAII]1.
BOJIIBPIC He MaB MyTareHHOTO BILTHBY Ha Salmonella typhimurium, He BUKIMKaB
no3amianoBoro cuaTesy JIHK y mediHni IypiB Ta He MaB KJIACTOI€HHOTO BILIHBY B in
Vivo DOCHiIKEHHI MIKPOHYKIIEYCIB CaMIliB ITypiB.

He 6y710 HisSKHX JOKAa3iB KAHI[EPOT€HHOTr0 IOTEHIIaTy BIPOJOBXK 2 POKIB IEPOPATBHO
JOCTIIKEHb y IypiB Ta MHIIEH, SKUM IMOJEHHO JaBaly Ipenapar. Bussirimoch
HeBeuKe 30UTbIIeHHd GibpoageHoME IpyIHOI 321031, TOOPOAKICHOI MyX/IMHH, Y CaMIliB
IIypiB TUIGKH MPH HAHBHUIMIH HO31.

@epraabHicTs: Po3BUTOK TyOYIIIpHOL aTpodii S€I0K Ta CTEPHIBLHOCTI Y CaMIliB TBApHH
6yB moB’s3anmii 3 TpuBakM BeeneHEsM APE, Bxmodatoun BOJIIBPIC, rpusynam. Y
Meax MOCTiIKEHHS Ha CaAMIIX IMypiB IIPH [epOopaTbHOMY BBEIEHHI CIIOCTepiranacs
Tpy6uacTa aTpodis €40k MpH BCix piBHsx no3u (Bix 10 mo 300 Mr/kr/mens). Atpodis
HabyBasa 6e3I0BOPOTHOrO XapakTepy micid 13 a6o 20 THXHIB MiCTA MPHITHHEHHS
BBEJICHHS IIperapary. 3HIKeHHS GEePTHIPHOCTI Ta MOP(ONIOTiYHI 3MiHH CIIEPMH MAalH
Micne ymme mpu 1o3i 300 Mr/kr/neHs Ta 6yau 3B0poTHEMH. He crocTepiranocs »OomaHuX
BIUTHBIB Ha KIJIbKICTH 200 PyXJIHBICTh CIiepMaTo30imiB. Y IIypiB 1 MHIIEH TaKOXK
crocTepiranacs Tpy6dacrta arpodis sieqok (hokanpHa/MyIbTHGOKATEHA 860 TEbYy3HA)
IpH TOCIIPKEHHIX IIOBTOPHOTO IpHiMaHH npenapary. He 6yio 3Ha1HOro BILTHBY Ha
depTunBHiCTS 260 eMOpiodeTaTIbHIH PO3BHTOK Y CaMOK INypiB, IO OTPAMYBAIH 103y
Hpemnapary 0 MOMEHTY iMIUTaHTanii eMOpioHy.

Barirmicts: Teparorennicts € xiacosuM epexroM APE. Brmis BOJIIBPIC Ha
eMOPiOHANTBHO-TUIOAOBHH PO3BATOK OLIHIOBAIH Y IYPiB Ta KPOIHKIB IiCI
IIepOPAaLHOTO BBEAEHHS 1031 y IHI BaritHOCTI 6-17 Ta 6-18, Bimmosinxo. B 06ox Bunis
IOCTi#{HO crocTepirammces aHoManii HIKHBOI IeNelH, S3UKa Ta/ab0 miaHe01HHA Py
BHIPOOYBaHHAX BCiX piBHIB 103. KpiM Toro, B JOCIIIKEHHSIX Ha KPOIHKAX
crocTepiramucs neeKTH MKILTYHOIKOBOI IEPErOpOaKH, NeDEKTH MaFiCTpaJiIWXm_&&&
CY/[IHH, aHOMaTii IMUTOBUAHOI 3a7I03H Ta BUJIOYKOBOI 3251034, OKOCTGHiHHﬁI}éI"A’ A G Ve,
c(heHOITHOT KICTKY Ta BUHUKHEHHS IIYIIKOBOi apTepil, po3TalloBaHoi Hﬁ@'
CEJOBOT0 MiXypa 3aMicTh IIpaBoi CTOPOHH Ta CEPIld, Ta OB’ A3aHi 3 UM IO
KPOBOHOCHHX CYJIHH. !




EmOpioHajgbHa TOKCHYHICTL: Y TOCTIDKEHH] HAa HECTATEBO3PUIHX LIypax, PEryspHe
IepopaibHe BBEAECHHA aMOpi3eHTany 103010 20 MI/KI/IeHb MPOTATOM ITiCIIAIIOIOrOBOIO
nepiony (IIILT), mo cranoBHB 7—62 AHIB, IPH3BENO 10 3MEHINEHHI MaCH MO3KY Ha -4%
y caMIliB 1 caMok 6e3 MOpQOIOTiTHUX HaTOIOT1H MO3KY, IIiCII IEPIOLy YCKIaHEHHS
IUXaHHA, SIKe BUHUKAJIO IIpH fo3axX 4 Mr/Kr/ness i Bume (y 1,5 - 6,4 pasu Bume
MaKCHMAJIbHOI pEKOMEHIOBAHO1 NO3HU AT fopocioi oguan 10 mr, Buxomstan 3 AUC).
YV IBOX OKpEMHX JOCIIKEHHAX AUXANbHOI QyHKITI HECTAaTEBO3PIIMX IIypPiB, BBEAECHHS
am0pizeHTaHy 103010 20 MI/KI/IeHB MPOTAroM micismonorosoro nepioxy (III1]T), mo
CTaHOBHB 7—26 mHiB ab0 7-36 MHIB, CHPHYNHHIO 3MEHIIIEHHS MacH MO3Ky (Bix -3% 10 -
8%) a TakoX yCKIamHEHHS OUXaHHS (MOOJHHOKE UyTHE KIAAHHS), TA HEPEryIApHICT
JMXabHOI (YHKII, aHOE Ta TiIOKCio, 0 BUHUKIH depe3 10 IHIB Ta mpoJoBKyBaIuCs
IIPOTATOM JBOX [HIB HiC/IA IPHIMHEHHS BBEIECHHA Ipenapary. [IpudoMy depes micaIb
IiCII IPUIMHEHHS BBEICHHS [IPEIapaTy Ii CAMIITOME 3HUKIH. He Gyii0 BUABIEHO
YKOIHHX HEHPOIOBEAIHKOBUX 3MiH B KiHIII JIIKYBaHHS Ta Yepe3 MiCAIb IMiCIIsL
IIPUIIMHEHHS 03K, Ta MOpGOMETPHYHA OIiHKA 3MiH IJIOTKH Ta ropTaHi Oyna
HETIEPEKOHNINBOIO. X09a MEXaHI3MH, 3a IOIOMOT' 00 SIKHX aMOpPi3eHTaH 3MEHIITy€e Bary
MO3KY HEMOBHOJITHIX IypiB, HE OY/IH IIOBHICTIO 3’ ICOBaHI, MOXKIIHBO, el eheKT
OIIOCEPENIKOBYETHCA XPOHITHOIO TINOKCI€I0, KA MOXKe OyTH IOB’si3aHa 3 MEXaHIYHO
CIPHYHHEHHM yCKIaTHEHHAM JUXaHHI, 0 BUHUKAE BHACTINOK AUCMOP(OreHe3y
TJIOTKH, IO BUHHUKAE MiJ 9ac MOCTHATAIBHOTO PO3BHTKY ITIOTKH. KiliHiuHa 3HAYMMICTE
1iei 3HAXiAKA y JIOAWHE HEBiOMa; ONHAK IIe# OCTHATAIBHUM YacOBUi IEPio,
HMOBIPHO, CIIIBBiJHOCHTHCS 3 PO3BHTKOM TJIOTKH JFomuHH Bix 0 1m0 3 pokis. Besmeka ta
edextuBHicTs npenapary BOJIIBPIC y manienTis o 18 pokis He Bcranossewi. Tomy
marieHTaM Iriei BikoBoi rpymnu e ciix 3actocoBysari BOJIIBPIC.
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