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OHoB/IeHUIT epeKIaf feP>KaBHOI MOBOIO
iHCTPYKIil MPO 3aCTOCYBaHHA TiKapChKOTO
3ac00y, aBTEHTUYHICTD AKOrO MigTBepKeHa
mignucom 3aaBHNKA a00 YIOBHOBa)>KE€HOTO HUM
npegcraBHNKa /

Updated translation into the state language of the
package leaflet for the medicinal product, the
authenticity of which is certified by the signature
of the Applicant or their authorized representative
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3ATBEP/IKEHO
Haxa3zom MinicTepcTBa 0XOPOHH
310poB’A YKpaiHH
04.02.2022 Ne 229
Peecrpaniiine NocBi9eH s
Ne UA/19100/01/01

3MIHU BHECEHO
Haka3zom MinicTepcTBa 0XOpPOHH
B’A YKp

/4 fff%x .l

IMepexnan incTpyKiiii Ipo 3aCTOCYBaHHSA NiKapchKOro 3aco0y JEePiKaBHOIO MOBOIO,
ABTEHTUUHICTH SKOTO HiJTBEpIKEHa IiAMMCcOM 3asBHUKA a60 YIIOBHOBAXXEHOIO HHUM
npeactaBavka (JIHCTOK-BKIAAHII: indopmanis aAnd nailicHTa).

3anBHHK, I¢aiizep Eitu. Ci. ITi. Kopropetims, CIIA /
Kpaina: Pfizer H.C.P. Corporation, USA

Bumpo6rnk, Ildaiizep Menodpexaypunr Joiaienn I'm6X, Himeuunna /
Kpaina; Pfizer Manufacturing Deutschland GmbH, Germany

(nepeunHe ma BMopuHHE NAKYBAHHA, MECMYSAHHA NPU UNYCKY ma sunpobysanta
cmabinenocmi, sunyck cepit)

Hoso Hopaick IMpoxakuid Ipnaspis Jlimiten, Ipnanmis /
Novo Nordisk Production Ireland Limited, Ireland

(8upobruYME0 ma mecmy8ants. Npu BUNYCKY NPOMIJICHOZ0 nPOJYKMY CUpORIMYC
Hanocucmemu QUCNEPCHOL)

Idaisep Ipnannis PapMackioTikans AwiliMiren Komnasi, [prasmis /
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland

(mecmysanHa cuponimyc HaHOCUCMeMU QUCNEPCHOL, supobruymeo in bulk;
nepeunie ma 6mopuHHe NAKYEAKHS, MeCMyBaHHA NPU 8UNYCKY ma 8UNycK cepii)

Idaiizep Tuk., CILIA / Pfizer Inc., USA
(sunpobysanns cmabinbHocmi)

Panamys / Rapamune®
Ta6eTKH, BKpHUTi 06010HKO0 T0 1 Mry GmicTepax Nel0x10
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IncTpyKuia 3 MeHIHOIO 3aCTOCYBAHHS nikapceKoro 3acody (ImCTOK-BKAAAKA):
inopmania A1 KOPACTYBAYA

Panamys 0,5 mr Tadaerku, BKpPHATi 000JI0HKO0I0
Panamys 1 mr Ta6JieTks, BKpUTi 000J10HKOI0
Panamyn 2 Mr Ta0JieTKH, BKPHTi 000/710HKOI0

CHUpONIMYC

YBa:KHO HPOYHTARTE BCIO iHCTPYKIiI0 3 MeAHYHOIO 3aCTOCYBAHHA IEpE THM, K NOYATH
NpHiioM 1aHOT0 IPenapaTy, OCKiILKH BOHA MicTHTBH BaXsUIHBY /8 Bac iRdopmaniro.

— 36epexiTh L0 iHCTPYKIiI0. MOXKIIHUBO, BaM JOBEACTHCA TIPOIUTATH ii e pas.

—  SIKmMo y BAC BUHHMKHYTb 6yIb-siKi MUTaHHA, 3BEPHITECA 10 CBOTO mikaps abo dapmaueBTa.

— lleit nikapcwkuii 3aci6 6ys mpu3nauenuit Bam. He nepeaagaiite Horo iHmMM ocoam,

HABiTb SKLIO IXHi CUMITTOMH € TAKHMY X, 5K 1 Y Bac, OCKiIbKY LI MOXKE M HaAIIKOIUTH.

SIKIO Y Bac BUHHKIIH MOGiuHi eQeKTH, IPOKOHCY BTy HATEC 3 nixapem a60 gapMaLeBTOM, HaBITh
KO Le Ho6iuHi edexTH, AKX HeMae B Il incTpyKuii. JuB. po3min 4.

3micT iHCTpYKIii 3 MEAHYHOrO 3aCTOCYBAHAS

1. Onuc npernapary PanaMyH i MoKa3aHHS 11 HOr0 BUKOPUCTAHHA.
2. Illo noTpibHoO 3HaTH, MEpLI HiX NpukiMaTu ParamMyH.

3. SIx npuiiMmatu PanamyH.

4. Moxnusi no6iuHi epeKTH.

5. IIpaBuina 30epiraHHs npenapary PamaMmyH.

6. CxJiaj MaKyBaHHS Ta JOJATKOBa iHGopMaLis.

1. Onnc npenapaty Panamys i moxazamas AJisi HOro BHKOPHCTAHHA

PamaMyH MiCTUTB Jil04y PEUOBHHY CHPOJIMYC, KA HAJIEXKMTE 10 IPYTIHA niKapChKHUX 3acobiB, 110
HA3MBAIOTHCHA iMyHopenpecaHTamy. IIpemapat poromarae KOHTPOOBATH iMyHHY cHCTEMY
OpraHi3My IicJiA NepecamKy HUPKH.

PanaMyH NpH3HAYAETLCA AOPOCIUM MALEHTaM Uil IPODLTAKTHKH BiITOPTHEHH: TPaHCIUIAHTATa
HUDKH i 3a3BM4aii BUKOPUCTOBYETHCA Pa3OM 3 {HIIMMM iMYHOCYTIPECHBHUMU npenaparamy, ki
HA3MBAOTHCS KOPTHKOCTEPOiNaMu, i criouatky (nepui 2—3 Micaii) 3 TUKJIOCIIOPHHOM.

PamaMyH TaKo)  BUKODUCTOBYEThCA  JUIl  JiKyBaHHS MalieHTIB 31  CIIOPaIHYHUM
nimMdanrionetiomiomarozom (S-LAM) 3 NOMIpHUM 3aXBOPIOBaHHAM JiereHip abo TMOpyLIEHHIM
¢ynxuii nmerenis. S-LAM — pifkicHe Nporpecyroue 3axBOPIOBAHHA JIET€HIB, fKE BpaXae
TepeBAXKHO KIHOK PENPOLYKTHBHOTO BiKYy. Haiiromapenimum cumitoMoM S-LAM e yTpyaese
JIMXaHHA.

2. I1lo noTpibuo 3AaTA, MEpW Bk npuiimaTa Panamys.
He npuiimaiiTe Panamyn
— Ko y Bac anepris Ha cupoiiMyc abo Oyap-iky {HIy pe4oBHHY HLBOIO IMpenapary
(3a3nadeHy y po3aini 6).

HonepexeHHs TA 3aM00LKAI 3aX0AH
Ilepen THM, sIK IPUAMATH PanaMyH, MPOKOHCY BTy HTECA 3 BallIM nixapeM abo hapMmaleBTOM.




—~ Sxumio y Bac € npo6siemu 3 rediHkoio abo y Bac 6yJ10 3aXBOPIOBAHHA, JKE MOTJIO BPa3HTH
HediHKy, IIOBiIOMTE IIpO 1€ CBOTO JIiKaps, OCKIJIbKH Bifl LIbOTO 3alI€XUTE BCTAHOBICHHA
ONTHMATLHOT 1A BAaC HO3U Npenapary PanamyH Ta BU3HaUeHHA HEOOXiTHOCTI IPOBEICHH
JIONATKOBUX AHATI3IB KPOBI.

— Pamamyn, Sk i iHWi iMyHOCYIIPECHBHI NperapaT, MOXKe 3MEHIIMTH 30aTHICTH BaILIOTO
oprasismy 6opotucs 3 iHQEKIiAMU Ta 30UIBIIMTH PU3UK PO3BUTKY paky B aiMboinHUX
TKaHWHAX Ta Ha IIKipi.

—  Sxmo Bam iumexe macu Tina (IMT) nepesurye 30 kr/m%, y Bac Moxe 6yTu IiABHIICHUH
PH3MK yCK/IA(HEHb 3arO€HHA PaH.

— SIKIIo BY BBaXA€TeCh MALIICHTOM 3 BUCOKHM PU3UKOM BiTOPTHEHHSA HMPKH, HAlIPHUKIAL,
AKIIO BHM IIePEeHECHH TNOTEpe]HIo TPAHCIUIAHTAIlil0 HHpPKH, sKa Oyna BiATOpPrHEHA
OpraHi3MOM.

Bam jikap OpoBeze aHANi3M [y IepeBipku piBHA mpemapary Panmamyn B Kpoi. Taxox BiH
IIpoOBe/ie OGCTEXeHHs UIA HepeBipku GYHKUIi HUPOK, JUIA BH3HAYEHHS PiBHA JimigiB B KpoBi
(xonecTepuHy Ta/aGo TPUINLEpHAIB) Ta, MOXKIMBO, (QYHKIil MediHKM I Hac JIIKY BAHHS
npenapaTroM PanmamyH.

UYepes MiABHUICHWH PUSUK BUHUKHEHHsI PaKky WIKipH CJifi OOMEXMWTH BILIMB Ha Bac COHAMHHX
MPOMEHIB Ta ynsTpadioneToBoro BAPOMIHIOBAHHS, 3aXUIIATH WKIpY BiJIIIOBiAHMMU €JIEMEHTAMH
Oy T2 BUKOPHCTOBYBATH COHLIE3aXUCHUH KPeM 3 BUCOKHMM Koe]illieHTOM 3aXUCTy.

Hdirn Ta migmiTkn
JlocBix 3acTocyBaHHs npenapaty PanamyH y miTeii Ta HifUTiTKiB BikoM g0 18 POKiB 0OMEKEHH.
He pekoMeHIyeThCA BUKOPUCTOBY BaTH PanaMyH B il rpyni Mali€eHTiB.

Ilpuiiom npenapaty PanamyH 3 iRmIamMa TiKapcbKHMA 3ac00amMB

osifoMmTe cBoro Jikaps aGo ¢apmaleBTa, SKIO BH IpHMacTe, HEIMOAABHO HOpHUMAIH abo
MO>KeTe MpuiiMaTe Gyb-sKi iHIIi JikapchKi 3aco0mu.

Jlesiki sikapchki 3aco0M MOXYTH MEpEIUKORKATH Jii mpemapary PamamyH, a TOMy MOXe
3HAJO6HUTHCA KOPEKIid q03K. 30KpeMa, BU MOBUHHI MOBIIOMUTH CBOTO nikaps abo dapMalieBTa,
SIKIIIO BU TIpUiiMaeTe GyIb-aKuil i3 HACTYIHUX JIIKapCBKUX 3ac00iB:

—  Oyap-aKMi iHIIKH IMyHOCYNPECHBHUIT TiKapChKUIA IIPEMaparT;

— aHTHMOiOTHKHM 260 MPOTHUrpuOKOBI [penapaTH, SKi BHKOPHCTOBYIOTBCA It JIIKY BaHH
iHdexuilf, HAMPUKIAN KIAPUTPOMILMH, ePUTPOMILIUH, TEJITPOMILMH, TpOJIeaHIOMILIMH,
pudabyTuH, KioTpuMasorn, ¢uiykoHa3os Ta iTpakonasoi. He pexoMeHy€eTsCs npuiimMati
PanaMyH pasoM 3 pudaMIilMHOM, KETOKOHA30JI0M a60 BOPHKOHA30JIOM;

— Oymp-akMi JiKapcbKUM Mperapar, AKHid BHKOPHCTOBYETBCA IIPH MiIBUILEHOMY
apTepialbHOMY TUCKY a00 CEpLIEBHX 3aXBOPIOBAHHSX, BKIIFOYAKOYH HiKapAimniH, BepanaMin
Ta JUITIA3EM;

—  IOpOTHeNiNeNTHUHI JiKAapchKi [IpelapaTy, BKIIOYA0uM kapOaMaserlid, deHobapbiTan Ta
¢dbeHiToin;

— mikapchki NpemapatH, SKi BHKOPHUCTOBYIOTBCA I JIIKYBaHHA BHPasok abo iHIIMX
opobneM  ILTyHKOBO-KMIIKOBOrO TpaKTy, Taki $K LOM3ampul, UMMETHANH abo
METOKJIOMIpaMil;
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—  GpOMOKPHNITHH (BUKODHCTOBYETBCA IJIA JIKYBaHHA xBopobu IlapkiHcoHa Ta PI3HUX
rOPMOHAIBHHX MOPYLICHB), aHa30/1 (BUKOPHCTOBY €TBCA UTA JiKyBaHHs T1HEKOIOTiYHUX
3aXBOPIOBaHb) abo iHriGiTopy MpoTeasy (HaNpHKIan, i sikyBauns BT Ta rematuty C,
Taki K pUTOHABIp, IHAMHABIp, GOLENpPEBip Ta Tenanpesip).

— 3Bipo6iit (Hypericum perforatum).

—  neTepMoOBip (IPOTHBipyCHUIt NikapchbKui 3acib, 10 3aCTOCOBYETBCA VLA npodinakTHKH
[IUTOMETATIOBIpyCHOT iHbexNil).

—  kaHa6igios (3aCTOCOBYE€TBCSA, 30KPEMA, 1A JiKYBaHHA CyIoM).

Ilig uac JlkyBaHHsA MpenapatoM PamaMyH CIiJ YHHKATH BBEIEHHS JXMBHX BAKIHH. Iepen
BAKIMHALIEIO MOBiZIOMTE CBOTO JIiKaps abo papMmanepTa, 0 BU NPUHMAETe NperapaT PamamyH.
3acTocyBaHHA Mpenapary PamamyH MoXe NPU3BECTH [0 MiABHMINCHHA piBHS XOJISCTEPHHY Ta
TPUITILIEPHAIB y KPOBi (KHPIB y KPOB1), 1[0 MOXE noTpe6yBsaTy iKyBasHA. JlikapchKi Ipenapard,
Bimomi sk "crarmHu" Ta "di6paTH", SKi BUKOPUCTOBYIOTBCS UiA JiKYBAaHHS BHCOKOIO piBHA
XOJIECTEPHHY Ta TPUTTILEPHUIIB, OYIM TIOB'A3aHi 3 MiJABUIICHUM PU3UKOM pyiiHyBaHHA M'I30BUX
BOJIOKOH (pabmomionis). [ToBifoMTe CBOTro JiKapsl, KILO BA MpHiMaeTe nikapchKi npemnapart 1yt
3HIDKEHHS PiBHA KHPY B KPOBI.

OpHOYACHe 3aCTOCYBaHHs Npenapary PanmamyH Ta iHriGiTopiB aHriOTeH3UHIIEPETBOPIOIOHMOTO
depmenTty (AIID) (Tun JiikapchKUX 3ac00iB, AKi 3aCTOCOBYIOTBCA VIS 3HIDKCHHS apTepiaTbHOrO
THCKY) MOXe BHKJIMKATH anepriudi peakuii. ITosifoMre cBOTO nikaps, SKIo BY MpHAMAaeTe Ui
npenapary.

IIpuaiiom Panamys 3 :ker0 Ta HAOAMH

Ipuiimaiite PamaMyH 3aBXod B OfHAKOBHH croci6: 3 Diero a6o 6e3 Hel. SIKIIO BH BiUIacTe
nepesary npuiiomy PamaMyHy pasoM 3 DKEIO, BA 3aBXKOH MOBUHHI IpHUiIMaTH Ipenapar 3 HEX.
sIkimo BM BifutaeTe nepepary npuiiomy Pamamysy 6e3 ixi, 3aBxau cITi npuiimaTy mpenapar 6e3
ki, xa Moke 3MIHMTH KiTBKICTh Hil0490i PEYOBHHU JIIKAPCHKOTO Ipenapary, IKa HaAXOAWThb ¥
KpOB, i TOMy, IPHAMAIOYH JTiKK 3aBXK/IH B OAHAKOBHI crioci6, piBeHsb npenapary PanamyH y KpoBi
3aIMUIAETECA GBI CTaOIBHAM.

He npuitmatite PanamyH 3 coxoM rpedndpyTa.

BaritHicTh, JakTanis Ta gepTHILHICT

PanaMyH He cili/l 3aCTOCOBYBATH [T/ 1ac BariTHOCTI, SKIIO 1Ie He € KpalHbOIO HeoOxinHicTIO. Bu
[OBMHHI BHKOPHCTOBYBATH edeKTUBHI 3acO6H KOHTpaLenuii i yac JIIKyBaHHs IperapaToM
ParnaMyH Ta NpoTAToM 12 THKHIB MiCNA PAMAHEHHS NiKyBaHHS. Sxnio BY BaritHi abo romgyere
rpynmo, a6o AyMmaere, IO MoxeTe OyTH BariTHOKO ab0 TUIAHy€Te 3aBariTHITH, IEPER
3aCTOCYBAHHAM LBOTO MpPeNapary IIPOKOHCYIBTYHTECH 31 CBOIM nikapem abo (papMaUeBTOM.
Herigomo, un npoHukae npenapar PanamyH y rpyaHe MOJIOKO. ITawieHTKam, ski NpuAMAIOTH
PanmamyH, ciig NpUNUHATH FoAyBaHHA pyaato.

€ BizoMOCTi TIpO 3MEHIIEHHs KiIBKOCTi CrepMaro3oiliB Mg 9ac 3acTOCYBaHHsA Ipernapary
PanmamyH, fKa 3a3BH4ail MOBEPTAEThCS A0 HOPMAIBHOTO PIBHA Mics MPUIMHEHHA KYypey
JIIKYBaHHs [penaparoM.

KepyBanusi TPaHCHOPTHAMHE 3ac00amMH Ta po6oTa 3 MexaHisMaMu
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Xo4a oyiKyeTheA, 110 JIKYBaHHS NpernapaTtoM PanaMmyH He BIUIMHE Ha Bally 37IaTHICTh KepyBaTH
TPaHCTIOPTHHM 3acO6GOM, AKILO Y BAC BUHHKHYTEH CYMHiBH, 3BEPHITECA /10 BAILOTO TiKaps.

Pamamys micTHTH J1aKTO3Y Ta caxapo3y

ITpenapat PanamyH mictute 86,4 Mr nakro3u i 1o 21 5,8 Mr caxapo3u. SIk1o Ba Jiikap MOBiAOMUB
BAM, IO BU MAaeTe HEMEPEHOCHMICTH [IEAKMX LYKpiB, 3BEPHITHCA 1O HBOTO 32 OTPHMAHHAM
KOHCYIBTaLlii, Mepil HbK MpHHMaTH el mpernapar.

3. SIk npmiimaTn Panamysd

TouyHO BHKOHYMTe BKa3iBKU IOAO 3aCTOCYBaHHA LBOTO IIperapary, 3a3HadeH] BAIIMM JliKapeM.
SKIIo BH CyMHIBa€Tecd, 3BEPHITBCA O CBOTO Jikaps abo dapMalesTa Ime pas. Bamr Jrikap
BM3HAYMTH TOYHY 03y Npenapary PanaMyH, SKy BH NOBMHHI IPUMMATH, T 4acTOTY 3 AKOIO BU
MoBUHHI Ie poGury. TouHO BUKOHYHTe BKa3iBKM BAINOTO JIiKaps i HIKOJIM He 3MIHIOWTE 103y
CaMOCTIHHO.

PamaMyH NpHsHa4eHWil TiNGKM Ui [EpopalbHOTO 3acTocyBaHHA. He po3naBmolTe, He
pO3KOByjiTe Ta He posnamyiite TaGnerku. IloBinomTe CBOrO JiKapd, AKIIO Yy Bac BUHHUKIA
TPYAHOILLI 3 IPHHOMOM TaOIETKH.

He ciix npuitMaTti Kinbka Tabnetox Pamamys 0,5 Mr 3amicTs TaG/eTok 1 Mr Ta 2 MI, OCKLUIBKH
BOHM HE € MPSIMO B3aEMO3aMiHHMMHU.

PanaMyH 3aBxay CJ1iJ NpUIMaTH B OIHAKOBHHN crocif: 3 hxero a6o Oe3 Hel.

IMepecanka HUpKA

Bam nikap Npu3HA4YdTh BaM IOYAaTKOBY M03y — 6 MI' sKOMOra LIBHALIC miciA omepauii 3
TpascmanTanii Hupku. TlotiM BaM notpi6Ho Gyne mpuiiMaru no 2 Mr npenapaty PartamyH
LI{OJJHA, TIOKH JIiKap He NMPU3HAYMTH BaM iHmle. Bama no3a Gyae ¢CKOPUroBaHa 3aJieXXHO Bif piBHA
npenapary PanamyH y kpoBi. Baw nikap nosuHeH Gyne 3po6uTH aHaIi3K KPOBi I BUSHAUCHHS
KOHIIeHTpaIlil npenapaTy PamnaMmyH.

SIKILO BH TAKOXK MPUIMAETe LIMKJIOCIIOPHH, BaM IOTPiOHO 3pOGUTH IIEPEpBY Y npuiioMi UX ABOX
JIKapCHKUX MpenapaTiB NPUONU3HO Yy 4 TOAHHH.

PeKOMeH/IyeThCs  CII0YATKYy 3aCTOCOBYBard PamaMyH y MO€[HAHHI 3 UMKJIOCIOPUHOM Ta
KopTuKocTepoinamu. Yepea 3 mMicani Bam Jiikap MOXe MPUITHHUTH npuitom PanamyHy a6o
LMKJIOCTIOPHHY, OCKiTHKM He PeKOMEHAY€EThCSA MPHAMATH i JiKA pasoM IMiCJIs 3aKiHYeHHA UBOTO

TEepMiHY.

Criopamiynuit timdanrrioneiiomiomaros (S-LAM)

Bam nikap npusHauuTh BaM 2 Mr Ipernapary PanamyH Ha J€Hb, IOKA HEe Oyze IpU3HAYEHO iHIIE.
Baiia 03a KOpATY BATHMETHCS 3aIeXKHO Bifl piBHA npenapary Panamyny pamiii kpoBi. Bamm nikap
MOBUHEH 6y/Ie NPOBECTH aHali3H KPOBi JUTA BU3HAYCHHS KOHLeHTpaLlil npenapary PaniamyH.

SIKINo BH NpHiHA/IH OiIbITy A03y npenapaty Panamyn, Hisk moTpiéHo

SIKIO BM NpUiHSIN Oilbuly [03y [penapary, Hik BaM OyJo MPU3HA4€HO, AKOMOra HIBH/ILC
3R SKITBCA 3 BaIIMM JlikapeM a6Go 3BEpHITHCA 10 HAHOIHKUOro BifyTifieHHS LIBHUAKOL JOMIOMOTIH.
3aBXAM HOCITh 3 COBOK ETHKETOBAHMI OIiCTep JiKapchKOro Npenapary, HaBiTh AKILO BiH
MOPOKHIM.

SIxmo BH 3a0ynd npuipaTE Panamyn
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Sximo By 3a6yau npuiiHaTA PanamMyH, MpUHAMITE HOTO, AK TLTBKY BU 3rajiacte, ajie He npoTsarom 4
TOIMH Mic/s MpHHOMY JO3W Nperrapaty LHuKiocropu. Ilicns mporo NPOHOBXYHTE HpUMaTH
npenapar y 3BuualiHoMy pexumi. He nipuiimaiite MOJBIMHY 103y, 1106 KOMIIEHCYBaTH NPOIIy IEHY
103y, Ta 3aBKIM NpHiiMaiiTe PanaMyH Ta IHKIOCIIOPHH i3 pu6IM3HO 4-TOIUHHUM [HTEPBATIOM.
SIKIm0 BY 30BCiM 326y M IPHMHATY O3y ipenapaty PamamyH, BaM cItix IIOBiZJIOMHTH TIpO L€ CBOTO
nikaps.

sIkIno BH NpANAHATE NpHHoM npenapary Panamyn

He npunuusiite mpuifoM npemnapaty PamamyH, NOKA Ball Jikap He IMOBiAOMUTEH BaM IIpPO Lie,
OCKiJIBKM ICHY€ PU3UK BiITOPrHEHHA TPAHCIUIAHTATY.

AKIo y Bac BUHMKHYTb JOAATKOBI IITAHHS LO/I0 3aCTOCYBAHHS L[BOT0 Npenapaty, 3BepHITECA 32
KOHCYIIBTAIIEI0 O BAwOro Jiikaps abo gapmanesTa.

4, Moxnnei mooiani epexrn.
Sk 1 Bci jikapceki 3acobu, Lel mnperapar MOXe BHKIHKATH mo6iuni edexrn, xoua BOHH
BHUHMKAIOTh He y BCIX.

Autepriuni peakmity

BaM cJTijf Herai{Ho 3BepHYTHCS A0 JiKapi, IKIIO Y BAC € TaKi CHMIITOMH SK-OT HaOpAK o0,
A3MKa Ta/abo 3aHBOI YacTUHM poTa (TIOTKM) Ta/abo YTpYAHCHE IHXaHHA (aurioeneMa), abo
JMymeHHs mKipy (excomiaTuBHui AepmaTur). Lle MOXyTh GyTH CHMIITOMH BaXKOl anepridHol
peaxiii.

IomxoxKeHHs HHPOK 3 HEU3LKHM BMiCTOM KIIiTHH Kkposi (TpoMGonuTONEHITHA nypuypa/
reMoJITHKO-ypeMiuHnail cHEAPOM)

B pasi mpuiioMy Iipenmapary pa3oM i3 JIKapChKHMH 3acobaMu, ski HasWBawThes iHriGiTOpamMu
KaTbUMHEBpHHY (UHMKJIOcmopuH abo Takponimyc), PamamyH MoXe 36iNBUINTA  PHU3HK
3aXBOPIOBAHHSA, SKE MOENHYE YUIKOKEHHI HHDOK i3 HH3bKUM BMiCTOM TpOMOOLMTIB Ta
epPUTPOLIMTIB, i3 MOApa3HEeHHAM LIKipu abo 6e3 Hei (TpoMGOLITONEHYHA ITyPITYPa/TeMOJIITUHHO-
ypemiunnii cudapom). SIkmo BM BigdyBaeTe Taki CUMITOMHM SK reMaroMu (CHHLI), MIKipHi
BUCHITAHHS, 3MiHH B Cevi, Mepenaay HacTpoio abo Gyap-aki iHII CHUMIITOMH, sKi BH BBaXKacTe
cepio3HIMH, HE3BUUAHHNMHA 260 TPHBAIUMH, 3BEPHITECA 10 BAIIOr0 JHKaps.

Tadexnmii

PanamyH 3HIDKy€ 3aXMCHi MeXaHi3MH Bamoro oprasismy. Ak HACHIfOK, mig Jac 60poTebH 3
indekuismu Bam opraHismM Oysne He TakUM CUIIBHUM, K panime. Tomy, Axmo Bu NpuHMacTe
PanaMyH, BM MOKeTe IMiAXONUTH OUTBIIE indekuili, Hixk 3a3BUYal, IK-OT indexuii mKipu, pora,
IIJyHKA Ta KHAMIKIBHUKA, JICTEHIB Ta CeYOBMBIMHMX IUTAXIB (AMB. CIMCOK HiDKYe). Bam CIIi
3BEpHYTHCSA [0 BALIOTO JIKaps, SKIIO BH Bi4yBa€Te CHMIITOMM, AKi B BBOKAETe CEPHO3HNUMU,
He3BUYaHUMU 260 TPUBATUMHU.

Yacrora nobivnnx edexrin

JIy>Ke 9acTi: BUHHMKAOTE y 6inbur Hix 1 3 10 nauienTis.
—  CKYIYeHHs PiZMHH HaBKOJIO HUPKH
— Habpak TiNa, BKJIOYAFOYM KUCTI Ta CTONH
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Oinb

JINXOMaHKa

FOJIOBHMIA O17TB

[iIBUNIEHHS apTepiaJbHOrO TUCKY

6i)1p y LUTYHKY, Jliapes, 3amnop, HyjoTa

3MEHIIEHHA KiTbKOCTI pUTPOLMTIB, 3MCHIIECHHA KibKOCTi TPOMOOLUTIB

MiBUIEHHS PiBHA XHPY B KpOBi (XONECTEPHHY Ta/ab0 TPUIIHLEPHAB), MiABAIICHHA
piBHA IIYKpY B KPOBi, 3HIDKEHHS PiBHA KaJlito B KPOBI, 3HWKEeHHs piBHA docdopy B KpOBIi,
igBMUICHHS PiBHA JIAKTATACTiAPOreHa3! B KpOBi, TiIBULICHHS PiBHA KpeaTHHIHy B KpOBi
6inp y cyrinobax

aKHe

iHGbeKil ce40BHBIAHMX IUIAXIB

[IHEeBMOHIs Ta iHmi GakTepiansHi, BipycHi Ta rpubKoBi indexuii

3MEHLICHHS KiTBKOCTi KITHH KPOBi, 10 GOPIOTHECH 3 iHdeKIi€0 (TeHKOIHATIB)

IyKpoBHii miabeT

BiIXMIIEHHS ¥ JOCII/DKCHHAX, SKi BUMIPIOKOTH IIOKA3HIKH dyHnKuii MeYiHKy, MiIBHIISHET
piBrs nedinkosux ¢pepmentis ACT Ta/abo AJIT

BHCHITH Ha IIKipi

HiABMIEHHS piBHA GUIKIB y cedi

HOpYILIEHHSI MEHCTPYAJIBHOTO IHKITY (BKITIOYAIOYH BiICY THI, pinxicHi aGo psacHi MicsuHi)
[TOBUIBHE 3ar0€HHA paH (po3iieHHs Wapis xipypriusoi panu a6o 11Ba)

36inpIIeHHS YACTOTH CEPLICBUX CKOPOIEHb

icHye 3arajibHa TeH/ICHIliA HAKOIMITIEHHA piIMHH y Pi3HHUX TKaHMHAX

Yacri: BuHmKaroTh y Bia 1 10 10 i3 100 nauieHTiB

iHbexiil (BKIoYa09H MOTCHUIHHO uebezneyni indexuii)
3IYCTKH KPOBi B HOTaX

3[YCTKHU KPOBI B JIET€HAX

BHMpA3KH y POTi

CKYITYEHHsI PilMHH B YepeBHIA MOPO>KHUHI

ypaKeHHsA HUPOK 31 3MEHIICHHAM KiTBKOCTi TPOMOOLIUTIB Ta SPUTPOLIMTIB, 3 BUCHIIOM Ha
wkipi abo 6e3 Hei (reMOJIiTHKO-Y peMiYHIE CHHAPOM)

IMEHILEHHS KUTbKOCT] THITY JIEMKOLMTIB, AKi HA3UBAIOTHCA HeiTpodinamu

TOriplIeHHs CTaHy KiCTOK

RanageHHs, SKe MOXe NPHU3BECTH OO MOUIKODKCHHA nereHiB, HAKONMMYEHHS PiXAHH
HABKOJIO JICTE€HIB

HOCOBa KpoBOTEYA

paK LIKipH

indexitis HUpoK

KICTH B s€4YHUKAX

HAKOTMYEHH PiAMHH B MeMOpaHi, W0 OTOHMYeE cepue, o B ACAKHX BUTIAZIKAX MOXE
3MEHIIMTH 30aTHICTh ceplld IepeKayyBaTh KPOB
3amafieHHs MUY HKOBOI 31034

anepriudi peaxuii
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— repriec
— nuTOMeraloBipycHa iHdeKiis

HeuacTi: BuHMKaIOTH y Bia 1 10 10 manieHTiB Ha 1000

—  pax JiMbaTHIHOl TKaHHHA (miMdoma/moCTTpaHCIUTAHTALlIHHIH nimMgornpornidepaTHBHUIA
po37am), OAHOYACHEe 3HIDKCHHA epPUTPOLUTIB, TeHKOLMTIB Ta TpOMGOLIUTIB

— JlereHeBa KpoBOTEYA

—  6inok B ceui, iHOMi Yy BeNUKiH KiTBKOCTI i MOB'A3aHHH 3 no6iuHHMH edeKTaMu, TAKUMH SK
HaOpaK

— pyOLOBaHHA HHUPOK, M0 MOXE 3MEHIIUTH (GYHKIiI0 HUPOK

— HaAJMIIOK PiMHY B TKAHWHAX YePE3 MOPYIICHHA ¢ynkuiit mimbu

— 3MeHmMeEHHS KUIbKOCTI TpOMOOUMTIB Yy KpOBiI 3 BHCHIIOM Ha mkipi abo 6e3 Hel
(TpoMBOLUTONEHIYHA Ty PITY Pa)

—  Baki anepriuti peaxuii, AKi MOXKYTh BUKIMKATH JIyIISHHA Kipu

— TyOepKynpo3

—  indexuis, cipuYHHEHa BipyCOM Emmretina-bapp

—  indexuiina aiapess, cpuduHeHa GakTepitMu Clostridium difficile

—  TSDKKE ypaKeHHS IeUiHKA

Piaxichi: BUHMKAIOTH ¥ Big 1 10 10 manieHTiB Ha 10000
—  pimwiamenHs 6iNKa B MOBITPAHUX MilIKaX JIETSHIB, 0 MOXKE MEPEIIKOJLKATH JUXAaHHIO
— BaXKi aneprivxi peakllii, ki MOXKYTh BIVIMHYTH Ha KPOBOHOCHI Cy/IUHHU (IWB. po3Mis 1po
anepriyui peaxitii)

YacToTa HEBiZIOMA: HEMOSKIMBO OLIIHWTH iX 4aCTOTY 3a HAABHUMH JaHVMH
— CHMHAPOM 3a[HbOI 3BOPOTHOI enredanonarii (PRES), sAkuil € cepio3HUM ypaXxeHHIM
HEPBOBOI CHCTEMH, IO Mae Taki CHMIITOMH: ToNoBHHI Oinb, HyHOTa, OIIIOBOTA,
CIUTYyTaHICTH CBiJOMOCTI, CyIOMH Ta BTpata 30py. Skuo y Bac € GinbLie OAHOTO 3 HHX
CHMITTOMIB, 3BEPHITBCS O BAILIOrO JIKaps.

IMauienty 3 S-LAM Bigaysam noai6Hi no6iuni ehexrH, sk i Oaui€HTH 3 TPAHCIUIAaHTALIE0 HUPKH,
3 JO/IABAHHAM BTPATH BATH, M0 MOXXE BUHMKATH y GBI uix 1 3 10 oci6.

Horigomiienas npo noGivni edpextn

Skio BY BigdyBaeTe Oyap-ski nobiuHi epexTH, 3BEpHITHCA JI0 BalIoro Jikaps a6o tdapmalieBTa,
HABITH SKINO MOBA HIe [P0 MOXTMBI NoGiuHi edexTy, sKi He 3a3HaueHi y Wil iHCTpyKUil UIA
MEMYHOrO 3aCTOCYBaHHs. BM TaKoXX MOXETe MOBIAOMUTH MpPO HUX HEpes IcmaHebKy CHCTEMY
dapmakonarisgy 33 JIKapCEKAMU 3acobaMu IS MEOWYHOIOo  3aCTOCYBAHHI:
www.notificaRAM.es. TTosimomnsoun mpo To6iuHi edekry, BM MOXeTe AONOMOrTH HaIaTH
finpire inpopMaLlii Mpo Ge3MeKy 3aCTOCYBAHHS LBOTO nikapceKoro 3acoby.

5. IIpapu.a 30epiragas npenapaty Pamamys.
36epiraT Leii mpenapar y HEAOCTYTHOMY JUIs aiTed micii.
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He BHKOPHCTOBYBAaTH LieH Ipenapar Mmicis 3aKiH4eHHS TepMiHy MPHAATHOCTI, 3a3HAYEHOro Ha
GrmicTepi Ta Ha KapTOHHIM YNAKOBIi Iicas CIOBA «EXP». TepMiHOM HPHUIATHOCTI BBAXKAETHCS
OCTaHHill JeHb BKA3AHOro Micsus.

36epiraTy 3a TemriepaTypu He suie 25 °C.

3Gepiratu 6iicTep y 30BHILIHIM yIAKOBLI AJIsl 3aXUCTY Bix mii cBiTna.

He puxmmaiite jtixapchki 3acobu y cTiugi Bomu abo oOyToBi Bigxonu. 3anuTaiiTe CBOIrO
dbapmaneBTa, K YTUII3yBaTH YIaKOBKH Ta nikapceki 3aco6H, AKi BU GUTbIIE HE 3aCTOCOBYCTE.
TaKyUM YHHOM BU JOTIOMOKETE 3aXVCTHTHU JOBKULLA.

6. CxJaaj NaKoBaHHS TA JOAATKOBA indopmanis.

Cxnan npenapaty Panamyn

Jlitoua pe40BHHA — CHpPOJIIMYC.

Koxua TabneTka PamamyH, BKpHTa 000JIOHKOIO, 110 0,5 MI MicTUTE 0,5 MI' CHPOIIMYCY.
KoskHa TabneTka PanaMyH, BKpUTa 060JIOHKOIO, 110 1 MI' MiCTHTE 1 Mr cHpONIMyCy.
KoskHa Tab1eTka PamaMyH, BKpUTa 0GOJIOHKOIO, TI0 2 MI' MiCTHTB 2 MI CHpPOJIIMYCY.

JHIIMMY XOMITIOHEHTaMH IIpEnapary €

SIipo TabeTKy: TAKTO3M MOHOTIAPAT, MAaKpOroJl, cTeapat MArHito, TalubK.

TMokpurrs TabaeTkn (0GONOHKA): MAKpOrod, MOHOONEAT IMilepUHY, ¢apmarnieBTM4IHA TIasyp,
cyJibdaT KanbLilo, LIEII0JI03a MiKpOKpHCTaJliuHa, caxaposa, MiOKCHJ THTaHy, mosokcamep 188, a-
ToKodepo, TIOBiIOH, KapHayOChKHH BiCK, IPYKapchKa dapba (wenax, YePBOHUN OKCH 3aiisa,
npomninerraikons [E1520], KoHIEHTpOBaHNH PO34KMH amMiaky, cuMeTHKOH). TabeTKy no 0,5 Mr Ta
9 M TaKOXK MICTSTH XOBTH okcua 3aniza (E172) Ta Kopu4HEBHil OKCH/L saniza (E172).

3oBHilDAIH BATIAA OPOAYKTY Ta BMICT NaKOBaHHHA

IIpenapat PanamyH 0,5 Mr BJ1s1€ 06010 Ta0NETKH TpUKyTHOT HOPMHU, BKPHTi 0G0JIOHKOIO, JKOBTO-
KOPHMHHEBOTO KOJIBOPY, 3 TPaBiloBaHHAM «RAPAMUNE 0.5 mg» Ha ofHoMy 6oui.

TIpenapar Panamys | Mr sBise coG0H0 TabneTKu TPUKYTHOI HOPMH, BKPHTi OGOJIOHKOIO, 6inoro
KOJIBOpY, 3 rpasiroBanHsaM «KRAPAMUNE 1 mg» Ha OJIHiii CTOPOHI.

Ipenapar PanamyH 2 mr ssise co6oio TabJeTKH TPUKYTHOI GOpMHM, BKpHTL 0GONOHKOIO, Bill
JKOBTOTO 110 BeXeBOro KONsopy, 3 rpasitopaniaM «RAPAMUNE 2 mg» Ha OfHii CTOPOHi.
Ta6nerxu ynakosasi B 6nicreps ro 30 i 100 TabneTok. V nponaxy MoxyTh OyTH He BCi pO3MipH
YMaKOBKH.

BiacHHK peecTpaniiHOro NOCBiA4eHHHA T2 pigmoBizanpanii 32 BUPOOHANTBO
Baacuuk peecTpaniiinoro NOoCBiAYEeHHS:

IMdaitzep €yport MA EEII (Pfizer Europe MA EEIG)

Bynbsap ae na [Inein, 17

1050 bproccens

Benbrisa

BigmosigaanHnii 32 BUPOOHHITBO:

[baiizep Ipnangis dapmaceloTiKaI3 Annimitery Kommani (Pfizer Ireland Pharmaceuticals
Unlimited Company)

Jlittn Konsen, Hero6pimk, Ko. Kingep, W12 HXS, Ipnangis

[daizep Mentodexuypunr Joruneny 'moX (Pfizer Manufacturing Deutschland GmbH)
Mycpanbaais 1, 79108 ®paiibypr Im bpaiicray, e

anal
BOKYMEHTIR

- v

Mg e Oy i
e Vo
“EomTmah



HimeuuriHa
Binsie indopmaLii mpo e JikapChKui 3aci6 BM MOKETe Ji3HATHUCS, 3BEPHY BIIKCH 0 MICLIEBOT'O
TpeICTABHMKA BJIACHHKA peeCTpaliiHoro MOCBiAYCHHA:

Icmamin
Pfizer, S.L.
Ten.: +34914909900

JlaTa ocTaHHBOI peAaKuii pavoi imcTpyknii: MM/PPPP.

JleransHa inpopmanis npo el JikapchKui 3aci6 posMimeHa Ha Be6-caifti €BponeicEKOoro
areHTCTBA JMiKapChHKHX 3aco0iB: hitp:/ /www.ema.europa.eu/.
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OHOB/IeHII ITEPEKIIaf] feP;KaBHOI0 MOBOXO
KOPOTKOI XapaKTepUCTUKHU TiKapChKOIO 3aco0y,
ABTEeHTUYHICTh AKOTO IMiTBEP KEHA MiIICOM
3aaBHuKa a00 yIIOBHOBayKEHOTO HIM
npencTaBHMUKA /

Updated translation into the state language of the
Summary of Product Characteristics, the
authenticity of which is certified by the signature
of the Applicant or their authorized representative
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3ATBEPKEHO
Haxazom MinmicTepcTBa 0XOpOHHA
3q00poB’d YKpain|
04.02.2022 Ne 229
Peecrpaniiige mocsigaenss
Ne UA/19100/01/01

3MIHU BHECEHO
Hakazom MinicTepcTBa 0XOPOHH
310poB’s YKpainu

L8 10 LOABN /505

Ilepexan KOPOTKOI XapakTEPHCTHKH JHKApCHKOTO 3aco0y MAepXaBHOI MOBOIO,

ABTEHTUYHICTD SIKOTO IiATBEpPKeHA MiANUCOM 3aiBHUKA a00 YIIOBHOBaKEHOTO HUM
MpeCcTaBHUKA

3anBHHK, [daiizep Eita. Ci. ITi. Kopnopeitmn, CILA /
KpaiBa: Pfizer H.C.P. Corporation, USA

Bupo6auk, Ildaiizep Menwodexaypunr Toitunenx I'm6X, HimeuuyHa /
Kpaina: Pfizer Manufacturing Deutschland GmbH, Germany

(nepeurHe ma emopuHHe NaKy8aHHs, MeCMYSAHHA NPU 6UNYCcKy ma eunpobyeanns
cmabinvnocmi, gUnyck cepii)

Hoeo Hopaick ITponaxims Ipnanzis Jlimiten, Ipnamnmis /
Novo Nordisk Production Ireland Limited, Ireland

(6upobHUYMEO MA MECMYSAHHA NPU GUNYCKY NPOMINCHO20 NPOOYKMLY CUpONIMYC
Harocucmemu OUCnepcHoi)

Iaiizep Ipnanais dapmackioTikans Antimiresn Kommnasi, [pnanmis/
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland

(mecmysannsa cuponimyc HaHocucmemu OUCNEPCHOL, UPOBHUYMEO in bulk;
nepauHHe ma 6mopuHHe NAKyBaHHS, MECMYEAHHS NPU BUNYCKY MA 8UNYCK cepii)

IT¢aiizep Iuk., CILIA / Pfizer Inc., USA
(sunpobysanns cmabinerocmi)

Panamys / Rapamune®
TabneTKu, BKPUTI obonoHKoro 10 1 Mr y 6mictepax Nel0x10
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1. HA3BA JIIKAPCBKOI'O 3ACOBY
Pamamyu 0,5 Mr, TabreTKH, BKPHUTI 060JI0HKOIO

Panmamyn 1 Mr, TabneTKu, BKpUTi 060JIOHKO
Panamyn 2 mr, TabiieTKH, BKPATi 0O0IOHKOO

2.  SAKICHUM I KUIBKICHWI CKJIAL

Panamyn 0.5 mr. TablieTKH, BKPHTI 000JI0HKOIO
KoxHa TabneTka, BKpUTa 060J0HKOI0, MicTHTE 0,5 MT cHpOITIMYCY.

Panamyn | mr. TabreTku, BKpUTI 000IOHKOIO
Kosxna Tab/1eTKa, BKpUTa 060I0HKOI0, MICTHTB 1 MT CHPOJTiMYCY.

Panamys 2 Mr., TabneTKi. BKpUTI 000T0HKOIO
KoxHa TableTka, BKpUTA 060JIOHKOI0, MICTHTE 2 MT' CHPOIMyCY.

JlonoMikHi peIOBHHH 3 BimoMuM edexTom

Panamys 0.5 Mr, TabneTkn, BKpUTi 000JIOHKOIO
KoxxHa TabneTka MicTUTE 86,4 MI MOHOTiapary naktosH it 215,7 Mr caxaposu.

Panamys | mr. TabneTk#, BkpuTi 060JI0HKOIO
KoxxHa Tabnetka MicTHTB 86,4 MI MOHOTigpaTy JakTo3H it 215,8 Mr caxaposn.

Panamyu 2 Mr, TabrneTKH, BKPHTI 000JI0HKOIO
Koxna TabneTka MicTuTh 86,4 Mr MoHorinpary jakrosu i 214,4 Mr caxaposu.

TToBHMIt CIUCOK AOMOMIiXKHUX PEYOBAH HaBeIEHO B po3aimi 6.1.
3. JIKAPCBKA ®OPMA

TabeTka, BKpUTa 0GOJIOHKOO (TabieTKa).

Pamamys 0.5 mr, Tabne Tk, BKPUTI 000J0HKOKD
Ta6neTka TpUKYTHOT GOPMH, HKOBTO-KOPHIHEBOTO KOJILOPY, BKPHUTA OGOJIOHKOFO, 3 HATHCOM
«RAPAMUNE 0.5 mg» Ha ogHOMY GoLii.

Panamys 1 mr, TabneTku. skputi 060I0HKOO
Ta6netka TpuKyTHOI popmu, Ginoro KoXLOPY, BKPATA 060NOHKOIO, 3 HANMCOM «RAPAMUNE 1 mg»
Ha OJTHOMY OOT1Ii.

Panamys 2 mr. tabnerkd. BKpuTi 000JIOHKOIO
Tabnerka TpUKYTHOI (hOpMH, Bif] AKOBTOTO 10 OEXEBOTO KOIBOPY, BKPUT2 000JI0HKOIO, 3 HAITUCOM
«RAPAMUNE 2 mg» Ha ogHOMYy 6o

4. KJIIHIYHI XAPAKTEPUCTHUKH

4.1 IToka3anHn

ITpenapar Panamys rmokasanuii /Uit NpoQiTaKTHKH BiITOPTHEHHSA OPTaHiB y JOPOCITHX MALi€HTIB
3 HH3BKEM i TOMIPHUM iMyHOJIOTiYHUM PH3HKOM, AKi BUCTYNAIOTh PELIMMI€HTaMU HIPKOBOTO

TpaHCM/aHTaTa. PeKOMEHIyeThCA CIOYaTKy NPOTAroM 2—3 MiCsALIB BUKOPUCTOBYBATH Ipenapar
PanaMyH y koMBiHALIT 3 MIKpOeMybCi€lo LMKIIOCIOPUHY i KOPTHKOCTepoifamu. 3aCToCYBaHHS
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npenapary Panamys mMoxe 6yTu IPONOBXKEHE AK HiATPUMYBallbHA TEparii B II0EAHAHHI
3 KOPTUKOCTEPOINaMy JIMLIE B pa3i MOXJTHBOCTI IOCTYTIOBOIO NPUIMHEHHA 3aCTOCY BAHHA
Mikpoemysibcii tuknocnopuy (aus. posaimu 4.215.1).

TIpenapar PanaMyH nokasauuii [T JiiKy BaHES MALIERTIB 31 CHOPaIHTHIM
niMpaHTioNetoMioMaTO30M i3 3aXBOPIOBAHEAM JIEF€HIB IOMIPHOTO CTYTIEHL a60 3HIDKEHHIM GYHKIIT
neredis (ouB. po3ainu 4.2 15.1).

4.2 Crioci6 3acTocyBaHHs Ta K031

,B 03YBAHHA

Hpoghinaxmura eidmopzHents opzana

JlikyBaHHS [TOBUHHO MMOYMHATHCA H 3aIHIIATHCA Tix HarngaoM ¢axisLs 3 TpchnnaHTonori'l', Mo Mae
BiamoBimHy kBamidikamiro.

Touamxoea mepanis (6i0 2 0o 3 micsyig nicas mparcnnanmayii)

3BUYaiHMIA peKyM NpHIMaHHS Npenapary PamaMyH — ile OMHOKpaTHa [epopajibHa
HABAHTAXYBAIGHA 1032 6 MT, AKY IPUAMAIOTE AKOMOTA UIBUAILE iCII TpaHCIUIaHTALii, & IOTiM 2 MT
OZHH pa3 Ha Jo6y 10 OTPUMAHHS PE3yNbTATIR TEPAIeBTHHHOTO MOHITOPHHIY JikapchKoro 3acoby
(zuB. Tepaneemuyruii MOHIMOPUHZ NIKADCLKO20 3aCO6Y MA KOPULYBAHHA oosu). [lotiM no3sy
npenapary Panamyn mae 6y TH iHIUBiTyasi30BaHO UL OTPHMAHHS 3aTALIKOBHX piBHIB y LiTBHIH
KpoBi Bix 4 0 12 Hr/mit (xpomarorpadidsuii ananiz). Teparniro npenapaTom PamamyH coif
ONTHMi3yBaTH 3aBIAKM IIOCTYTIOBOMY 3HUKEHHIO IO3U CTEPOIiB i MikpOeMy TbCil IHKIIOCTIOPHHY.
ITporoHOBaHi AiaNa30HHU 3ATHIIKOBOI KOHUEHTPALT LUKIOCIOPHUHY TPOTATOM MepLiX 2-3 micauis
micna TpaHcIUiaHTanii crasoBmatse 150400 HI/MJI (MOHOKJIOHANBHUI aHafIi3 abo aHaJIOr4YHUI
Meron) (IuB. po3min 4.5).

11106 3BecTH A0 MiHIMyMy BapiaGenbHiCTh, CIIifl JOTPUMYBATHCS OAHAKOBOTO iHTEpPBATY MK
npuiMAaHHAM TipenapaTy PamaMyH i muxiocniopuHy: NpHiiMaTy 4epes 4 roawHW mCIA 4O3N
LUHKITOCTIOPUHY, @ TAKOYK HE 3MiHIOBATH PEXMM 3aCTOCY BaHHs IOA0 ki i npuiiMaTH nocriiino abo 3
Txeto, abo 6e3 Hei (muB. po3ain 5.2).

ITiompumysaneha mepanis

3acToCYBaHHA UMKIOCTIOPHIY CITIA MOCTYNOBO MPHIMHATH 1POTAToM 4-8 THIKHIB, a 03y NpenapaTy
PanamyH CJTiZl KOpUTyBaTH /1% JOCATHEHHA 3aTHIIKOBOIO PiBHSA B winbHii kpoBi Bix 12 10 20 HI/MA
(xpoMmaTorpabitanil ananis; Aus. Tepanesmuynuil MOHIMOPUH2Z NiKAPCLKOZO 3ac00y ma KOpUzyeaHHa
do3u). Tlpenapat PamaMyH cJ1ifl IpU3HAYaTH Pa3oM 3 KOPTHKOCTEPOiIaMH. V nani€HTiB, y IKHX
IIPUITHHATH 3aCTOCYBAHHA UMKIOCIOPHHY He BAAnocs abo HEMOMUIHBO, KoMGiHaLis HHIJTOCTIOPUHY
i npenapary PamamyH He NOBMHHA I ATPAMYBaTHCA GlibLe 3 MicAUiB MicaA TpaHCIIaHTALi].

VY Takux Haui€HTis, KOJIH He KIiHIYHO JOUiNEHO, CNIiA NPUIMHUATH 3aCTOCY BAHHA Npenapary PanamyH
i mpM3HATMTH aNETepHATHBHUIM PEXUM iMyHOCYNPECii.

TepanesmuuHuti MOHiMOPuUH2 NiKapcbKkozo 3acoby ma KOpuzysanHis oosu
PiBHi cupostiMycy B I{INBHIN KPOBi CITi pETENIBHO KOHTPOJIOBATH B TAKUX MOMYIALLIX:

(1) vy nalieHTiB 3 TopyLIeHHAM GYHKIIT HediHKH,

(2) 33 yMOBH OJJHOYACHOTO 3aCTOCYBaHHA iHTyKTOPiB 260 iuri6iropis CYP3A4 ta/a6o P-
rnikonporteiny (P-gp) i micns ix BigMism (nuB. posain 4.5) Ta/abo

(3) AKILO J03YBaHHS ITMKIOCTIOPHHY IIOMITHO 3HHXKEHO 260 HOro 3acTocyBatHs IPUNUHEHO,
OCKLIBKY B LIMX TOMYJISLISX HalGLIb1Ia HIMOBIpHICTE OCOOIMBHUX BUMOT [0 NI03YBaHHA.

TepaneBTHIHM MOHITOPHHT NiKapChKOro 3acoby He MOBUHEH OyTH €IMHOK0 MACTABOIO A

KOPHMI'YBaHHS Teparii CHpoiMycoM. Takox BapTo peTeIbHO PO3TILHY TH KITHITHI 03HAKWA/CUMIITOMH,
pe3ynsTaTy Hlomncil TKAHHHY Ta 1a60PAaTOPHI TOKa3HUKH.
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V 6inemocTi mamieHTiB, siki OTPUMyBaIH 2 MT Ipemiapary PamamyH depes 4 roquHH mcis
UHKJIOCIIOPHHY, 3aTHINKOBI KOHLEHTPaLii CHpOIiMyCy B LUTBHIN KPOBI 3aIAIIATHC B MEXaX
UUIEOBOTO AianasoHy Bif 4 g0 12 Hr/Mi (BHpaXXeHOTro Y BHITLAMI 3HAYEHb, OTPIMAaHNX METOAOM
Xpomatorpadiunoro aHarisy). OnruMansHa Teparis BUMArae TepaneBTHIHOT0 KOHTPOIO
KOHIIEHTpAILi JIiKapChEKOTo 3aco0y B yCiX IAlli€HTIB.

ONTHMAIEHO KOPUIYBATH 03y MpenapaTy PanamyH Ha OCHOBI KiBKOX 3a/THINKOBHX PiBHIB,
OTPYMAaHHX GiNbUI HiXK Uepe3 5 MHIB HiCTs MOMCPeAHBOT 3MIHM 103y BAHHA.

IManierTn MOXYT GyTH TIepeBe/ieH] 3 IEPOPaNbHOTO PO3HKHY [penapary PamaMyH Ha TabIeTOBaHY

¢ opMy 3 eKBIBaTIEHTHUM JI03yBAHHSM ¥ MT. PeKOMEHIY€EThCA BUMIPIOBATH 3aJIMIIKOBY KOHIIEHTPALIEO
yepes 1-2 TevkHi micia 3MiBH NTikapeskoi Gpopmu aGo Jo3yBaHHA TaGNETOK, OO IepeKOHATHCS, IO
3ATHITKOBA KOHIEHTPAIis 3/IAINAETECA B MeXaX PEKOMEHIOBAHOIO ILTBOBOrO AianasoHy.

ITicrns npynMHEHHS Tepanu IMKJIOCTIOPHHOM PeKOMEHIOBaHUA UiNbOBHIA Iiana3oH 3aIMIIKOBHX
KOHIIEHTpaniit cknagae Bin 12 mo 20 Hr/mu (xpomarorpadivnuit ananis). Luknocnopun npnrm'{ye
MeTaboIi3M CUPOITIMYCY, 1, 0TXKe, mica TIPHITHHEHHA 33CTOCY BAHHA IMKJIOCTIOPHHY KOHIeHTpanii
CHPOTIIMYCY 3HIKYBaTHMYThCH, AKIIO HO3Y CHPONIMyCy He 6ye 30UIbIIeHO. Y CepeiHbOMY 1032
cuponiMycy MoBHHHA GyTH B 4 pa3sH BHILOIO, 106 ypaXyBaTH K BiACY THICTB q)apmakoxlﬂe'rmum
B3aemofii (2-KkpaTHe 36ibImeHHs), TaK i 3611bLIEHY TTOTPEGY B myﬂonenpecaml 32 BiZICYTHOCTI
HAKITOCTIOPUHY (2-KpaTHe 36impimenss). [IBUaKicTh 3GITBIIEHHS J031 CHPOTIMYCY TOBHHHA
BINIIOBIAATH WBHOKOCTI BYBEIEHHI IAKIIOCIOPUHY.

SIkmio mix gac miATpUMYBATEHOT Teparii (rncml HPUIMHEHHS [IUKIIOCTIOPHHY) II0TPiGHO MoqanbIe
KOPUIyBaHHs 03K, Y GLIBIIOCT] NaLi€HTIB TaKi KOPHIYBAHHA MOXYTh IPDyHTYBaTHCA Ha npocTii
Tponopii: HoBa [03a mpenapary PanaMyH = MoTo4Ha J03a X (L1iNb0Ba KOHUEHTpallis / 0TOYHA
KOHIeHTpalis). ko HeoOxinHo CYTTEBO 36iIBIMITH 3ATHINKOBI KOHIEHTpALl CHpONiMyCy, Ha
JIOAATOK IO HOBOI MiATPHMYIOYO] I03M CII ypaXyBaTH HaBaHTaXYBaNbHY 103Yy: HABAHTAXYBalbHa
n03a npenapary Panamys =3 x (HOBa MiATPUMY!04a 033 — IIOTOYHA M ATPUMYIO4a J033).
MaxkcumansHa f103a penapary PanamyH y Oyab-sKuii IeHS MPUMaHHS He MOBUHHA IIEPEBULIYBATH
40 mr. Skmo pospaxoBaHa 1060Ba 103a nepeBuirye 40 Mr 4epe3 nofaBaHHA HaBaHTa>KyBaJTLH01
1034, Toxi HABAHTAKYBATBHY A03y e npvmmam TPOTATOM 2 nuiB. 3aNMIIKOBY KOHIEHTPALIIO
CHpONIMyCy CITii KOHTPOJIOBATH IPHHAKMHI Yepe3 3—4 AHi Mmic/I1 MPUHMaHHs HABAHTAXYBAlbHOL
[03" (103).

PexoMennoBani giana3oHU 3a/TAIIKOBUX KOHueHTpauiI‘JI CHpONiMyCy TIpOTAroM 24 romuH IpuBEACHO
HA OCHOBI XpoMaTorpaigHux MeToxiB aHaizy. Jls BUMipIOBaHHA KOHneHTpaml cnpommycy

B LiNbHiA KpOBl BHKOPHCTOBYBAIIOCH Kinbka MeTOAMK aHanizy. Hapasi B kmiHi9Hi# npakTuui
KOHueHTpauu CHpOJIMYCY B LiJTbHIi KPOBI BUMIDIOIOTBCS K XPOMATOrpaditHuMy, TaK

i iIMyHOTOTi4HIMY MeTOAaMH. 3HAYEHHS KOHLIEHTpAIlli, OTpHMaHi 32 JOIIOMOTOI0 [IHX pmmx
METO/IMK, HE € B3a€MO3aMiHHUMA. YCi KOHIIEHTpauii cponiMycy, 3a3HaueHi B 11ill KOpOTKiH
xapax'repncmul Jikapcekoro 3acoby, Oyinu abo BHMlpmﬂ 3 BHKOPHMCTaHHAM XpoMaTorpadiyHmx
MeTonis, a60 nepepaxoBaHi B 3HaueHHA, EKBiBaIEHTHI OTPUMAaHUM xpomaTorpa(bmHnMH METOOAMH.
Kopurysanus ayist mOTpaIULIHHS B ULIBOBHI Aiana3oH CITig TIPOBOAUTH BiAMOBIOHO 10 aHATI3Y,
BUKOPHCTOBYRAHOTO [/ BH3HAUEHHSA 3aMIIKOBHX KOHIEHTpaNi# cuponimMycy. OCKIIEKH pe3ysibTaT
3aJIeXaTh Big BUOpaHOTro aHatizy Ta nabopaTopii, BOBHH MOXYTh 3IMIHIOBATUCS 3 IULITHHOM 4acy.
KopuryBauHs Ay HOTPAIUIAHHS B LINbOBMI TepaneBTHYHMM] Jiana3oH HeoOXiXHO BUKOHYBATH

3 PETENBHUM YPaxyBaHHAM BUKOPUCTOBYBAHOTO B KOHKPETHOMY BUNA[KY mMeTomy aHanizy. ToMy
.TIlKapl [TOBHHHI MOCTIHHO OTPHUMYBATH mtbopMauno Bill BINMOBINATEHUX TIPEACTABHUKIB CBOEL
MicIIeBoi J1abopaTopii PO XapaKTePUCTUKU MICLIEBOTO METO/Y BU3HAYEHHA KOHLEHTPALII

cuporimycy.

Havienmu 3i chopadwnum aivipanzionetiomiomamozom (CJIAM)

JlikyBaHHs [IOBHHHO OYHMHATUCS i 3ATMLIATHCA (i HArIIoM kBanidikopaHoro daxisLis.
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Jlt nanienris i3 CJIAM 1o4aTkoBa 1032 Ipenapary PanaMyH IOBHHHA CTAHOBUTH 2 Mmr/po6y. Crin
BUMIpPIOBATH 3aJTMINKOBY KOHIIEHTpALIIO CHPONIIMYCY B HinbHil kposi 1epes 10-20 IIHIB, pa3oM 13
KOPUIyBaRHAM 034 U1 DiATPUMAHHA Heo6XinHOI KOHLeHTpaLii B nianasoi 5—15 ur/mn.

V GinpmocTi namieHTiB 1032 MOYKE KOPUTYBAaTHCA Ha MiACTaBi MPOCTOi MpOMopLii: Hoea 1032
npenapaty PamaMys = moToyna /1032 X (Ui50Ba KOHIIEHTPALIis / IOTOYHA koHnenTpauisn). Yacti
KOPHUTYBaHHS JI03M TIperapaTy PanaMyH Ha IfCTaBi HePiBHOBaXHOI KOHLIEHTPALIil CHpOIIMYCY
MO>KYTb IIPU3BECTH JO IIEPEI03yBaHHA a60 3aCTOCY BAHHSA HEJIOCTATHEOI 03K, OCKLIEKH CHPOTIIMYC
Mae TpuBaJIHil Mepiot HamiBBUBeAeH . [TiC/I KOPUTYBaHHS iATPUMYIOTOI IO3H IPETapaTy
PanaMyH DalieHTH TIOBUHHI MPOLOBKYBATH IPHAMATH HOBY MiATPAMYIOUY 03y mpuHaAMH]
npoTaroM 7-14 HIB 0 TOJATBIIOro KOPUTYBAHHSA 031 3 KOHTpONeM KoHueHTpauii. Ilicit
JIOCATHEHHS cTaGLIBHOI JO3M TepaIeBTHHIAM MOHITOPHHT JiKapChKoro 3acoby ciil IpOBOIUTH
TIpUHANMH] KoxHi 3 MicAni.

JlaHi KOHTPOBEOBAHUX HOCHiKeHb Nikysanus CJIAM TpUBATiCTIO OHA ONMH PiK Hapasi
HEOCTYIIHI, TOMy B Pa3i TPUBAJIOTO 3ACTOCYBAHHS CIIL IIEPEOIHHTH KOPUCTH JIKY BAHH.

Ocobnuei zpynu nayicHmis

Ilonynayis memHowkipux nayicumis

Hoctynna odMexeHa iHdopMallis, AKa BKa3y€ Ha Te, IO JJI1 AOCATHEHHA Ti€i % edexTUBHOCTI, 110
1 y {HIIMX DAL[€HTIiB, TEMHOIIKIpMM pELANieHTaM HUPKOBOTO TPAHCILTAHTATA (IIEPEBAXHO
athpoaMepHKaHIIM) TIOTPiGHi BHILI 03 i 3a/MIIKOBI piBHi cuponimMycy. [laHi 1po e(eKTHBHICTE
i GesmeunicTs 3aHAATO OOMesKeHi, 06 aTH KOHKPETHI peKoMeHalil Mo/I0 3acTOCy BaHHA
CHPONIMYCY B TEMHOLIKIPUX PELIUITI€RTIB.

ITayienmu nimuvoco gixy

KibKiCTB yuacHUKIB cTapiue 65 poKiB y KIiHIYHIX AOCIIIKEHHAX PO3UUHY Mpenapaty PamamyH wui
TIepOPATLHOTO 3aCTOCYBAHHA He Oylia OCTATHEOIO, IN06 OLiHKUTH Pi3HULIO Y BifITOBiAI Ha NiKyBaHH]
HalfenTiB Liei BIkOBOI IPYIIHM Ta MONOAINMX NAaieHTiB (QUB. po3fin 5.2).

ITlopyuenns yHryii Hupox
3MiHIOBATH J03y NpenapaTy He IIOTPiGHO (IUB. po3min 5.2).

ITopywenns gynxyii neyinku

KripeHc cuponiMycy mMoxe GyTH 3HHeHUH y DAIUEHTIB 3 MopymeHHAM QyHKIIl reyinky (QuB.
po3xin 5.2). V DalieHTiB i3 THOKKAM [OPYIUEHHAM GYHKUIi MEYiHKH PEKOMEHIYETBCA 3HUSUTH
OiATpHAMYIOUy 703y npenapaty PanamyH IpuGIu3HO Ha MOJIOBUHY.

V naiieHTis i3 nopymeHHEsIM GYHKIT MediHKd peKOMEH/Y €TECS PeTENbHO KOHTPOIOBATH 32JTHIIKOBI
piBHi cuponimMycy B uinpHiil kpoBi (nuB. Tepaneemuunuil MOHIMOPUHZ NIKAPCHKO20 3acoby ma
Kopueysanns do3u). Hemae HeoOXiTHOCTI 3MiHIOBATH HaBAHTXYBAIBHY 03y Npemapary PanamyH.

V MalieHTiB 3 TAHKKUM MOpYIIeHHAM (QyHKUIT IIe4iHKY MOHITOPHHT CITi/l IPOBOIUTH koxHi 57 1i6,
[IOKU 3 NMOCTiZOBHI 3a/IMUIKOBI PiBHI HE MOKAXYTH CTAOUILHI KOHUEHTPAILT CHPONiMYCy micist
KOPHMIYBAHHS 03K 260 MC/A HABAHTAKYBANBHOI MO3H, OCKUTEKY TPHBATHH Mepiofl HAMIBBUBEICHH
06yMOBITIOE 3aTPUMKY B JOCSITHEHHI PiBHOBAXKHOTO CTAHY.

ITonynsiyis nayienmis oumanozo 6ixy
BeaneqnicTh i epekTUBHICTE Mpenapary PanamyH y Aiteit i mianitkis y siui no 18 POKiB He

BCTAHOBIJICHO.

HaspHy Hapasi indopmMallito HaseneHo B posainax 4.8, 5.1 Ta 5.2, aye pekoMeHIali MO0
JI03yBaHHA HeMae.
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Crocib 3acTocyBaHHS

Hpenapa’r Pa]'IaMy'H ]'IpI/ISHaqu'Hﬁ BUKITIOYHO TS IEPOPATTEHOTO 3aCTOCYBaHHA.

BiomocTynHicTh TaGIeTOK He BU3HAYANACS IIC/IsS TOTO, K BOHU GyJM pO3YaB/IcH], po3xoBaHi abo
PO3KOIIOTi, TOMY Lie He MOXHA pEKOMEHTY BATH.

11106 3BecTH X0 MiHIMYMy Bapia6eNbHICTS, IpelapaT PanamMyH cIif MOCTIAHO IpHMaTH abo 3 xero,
abo 6e3 Hel.

Cu1if yHHAKaTY BXMBaHHA rpeRndpyToBOro coxy (auB. posnin 4.5).

BuxopucroByeati 3amicts Tabnetox 1 Mr a6o iHIMHX [03yBaHb BIAMOBIAHY KiNbKicTH TabIeTOK i3
no3yeaHHaM 0,5 Mr 3a60poneHO (OuB. po3in 5.2).

4.3 IIporanokazanHa

TinepuyTnuBicTs MO Air090i peyoBuHHU abo 10 OyAb-AKOi 3 JOMOMDKHUX PEUOBHH IIpeNaparty,
3a3HAYEHUX y po3aiii 6.1.

4.4 Oco6anBocTi 3acTocyBaHHS

ITpenapar PamamMyH HEXOCTATHEO BUBUESHHMH y TIALIEHTIB 3 TPAHCIUIAHTATOM HUPKH 3 BUCOKHM
iMyHONOT{9HIM PH3HKOM, TOMy HOTO BUKOPHCTAHHA B I1ilf IpyTIi NALI€HTIB HE PEKOMEHIYEThCSA (nuB.
po3nin 5.1).

V malieHTiB 3 TPAHCIUTAHTATOM HUDKH i3 3aTpUMKOIO GYHKII TpaHCIUIaHTaTa CHPOIIIMYC MOXE
BIICTPOYMTH BiZIHOBIECHHA QyHKII HUPOK.

Peakuii rimepuytiusocti

3acTOCYBaHHA CHPOIIIMYCY CYNPOBOKYBaIOCs PEaKIIiAMHE IinepdyTIMBOCTI, BKIOYHO
3 aHadiakTHIHUME 260 aradinakToigHuMu peakiismy, HabpsakoM Kaitke, exchomiaTUBHIM
JIEPMATHATOM i TEMKOLUTOKTACTHYHAM BaCKy/IiTOM (AUB. po3aii 4.8).

CyrmyTHs Tepamnis

ImynoOenpecanmu (nute Ona peyunicnmie HUPKOBO2O MPAHCNAAHMANY)

V KIiHIYHUX JOC/IHKEHHIX CHPOJIIMYC 3aCTOCOBYBABCA OQHOYACHO 3 TAKHUMH MpeTIapaTaMu:
TAKPONMYC, HKIOCTIOPHH, a3aTiONpHH, Miko(peHoTaTy MOheTHII, KOPTHKOCTEpoiy i HNMTOTOKCHYHI
aHTHTiNA. 3aCTOCYBAaHHS CUPOJIiMYCy B IO€AHAHHI 3 iHIMMMHU IMYHOZIIPECaHTaMH [IMPOKO HE
AOCIimKyBanocs.

3a YMOBH OJJHOYACHOT'O 3aCTOCYBaHHs NpenapaTy PanamyH 1 MMKIOCIIOpPHHY CIiJl KOHTPOMOBATH
dyHxrito Hupok. Ci po3MISHYTH MOXIHBICTD BiIIIOBIHOTO KOPHIYBaHHA PEXAMY imyHocympecii
y nauieHTiB 3 MiABUIIEHUM PiBHEM KpEaTUHIHY B CHPOBATLi. CIli/l HPOSBIATH ofepexcHicTs y pasi
OHOYACHOTO 3aCTOCYBAHHA 3 iHITUMH IpenapaTaMH, SKi, K BiOMO, MaIOTh 3TyOHMIA BILTHB Ha
(GYHKIIIO HAPOK.

V naujeHTiB, AKi OTPAMYBATH UMKIOCIOPHH i riperapat Panamys Ginbue 3 MiCAIB, BiA3HAYaBCA
BUINM} piBeHs KPEaTHHiHy B CHPOBATLi i GBI HU3bKi pO3paxXyHKOBi IIBUAKOCTI KTy 604KOBOI
¢ineTpanii MopiBHAHO 3 NANi€HTaMM KOHTPOIBHOI IPYTIH, AKI OTPUMY BaH LMKIOCTIOPUH i nnane6o
a60 a3artionpyH. Y MAieHTiB, y AKUX 6yJI0 YCHIIIHO NPUIMHEHO 3aCTOCY BAHHA IMKIOCTIOpPUHY,
Bi3HAYaBCA HHMKYUI piBeHb KPEATHHIHy B CHPOBATIL # BHLIA PO3pax0oBaHa IIBHAKICTE Ki1y604KOBOL
$insTpaLii, a TaKoX HIKIA YACTOTA BHHMKHEHHS 3/I0AKICHUX HOBOYTBOPEHE IOPIBHAHO

3 manjeHTaMy, 9Ki MPONOBXYBaTi NPHAMATH IHKIIOCTIOPHH. PekoMeHIyBaTH MPOOBXEHHA
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OIHOYACHOT'0 3aCTOCYBAHHA MKJIOCIIOPHHY # penapary PanamyH K MiATpHMyBaILHOI TEPanii He
MOXHA.

IpyHTYtOoUmIChH Ha iHOopMAaNii 3 TOAaNIKX KTIHITHHX NOCIDKeHb, BAKOPHCTaHHS Ipenapaty
PanamyH, MikodernonaTy Moderuiy ii KOpTHKOCTepOIMiB y OEHAHHI 3 iHAyKIi€I0 aHTHTIA A0
peuenTopa IL-2 (IL2R Ab) He pexoMeH/IyeThCs B pasi Nepecanku HUPKU de novo (auB. posain 5.1).

PexoMeHIy€THCS BUKOHYBaTH MEePioOANIHII KinmbKiCHUH anaTi3 BumineHHd OiKa B cedi.

V RocItimKeHH], y 1KOMY OIIHIOBABCA TIEpexial 3 iHribiTopiB KaIbLUHHEBPUHY Ha Nperapat Pamamys
y NALIEHTIR 3 DiATPHMYIOHOK0 TEPAMIELo M/ TPaHCILTAHTALLT HUPKH, TiIBAIICHE BUIiNEHH 6inKa
B ceui 3a3BMuali criocTepiranocs uepes 6-24 micaud mics nepexofy ka npenapat PanamyH (QuB.
poanin 5.1). ¥V 2 % nauieHris y JOCTIKEHH] TakoxK OYI10 3apeecTpoBaHo HOBHI1 mouaTox Heposy
(HedpoTiaEmit cHEmpoM) (TMB. po3ain 4.8). [pyHTyrouuncE Ha indopmani BiKPHUTOTO
PAaHZOMI30BAHOIO JOCIIKEHH, EPEXin 3 iHribitopa KalblUHEBPHHY TaKpoNiMycCy Ha IIperapar
PanaMyH y HALi€HTiB 3 MiATPHUMYIOUOIO TEPAIIEIO MiC/A TPAHCIUIAHTALIT HIPKH 6yB OB’ I3aHMIA

3 HeCcTIPUATIHBEM IpodizeM Ge3neTHocTi 6e3 MiABUIICHHT eDEKTUBHOCTI i TOMY HE MOXE oyTn
pexoMeHIoBanuii (auB. po3ain 5.1).

OpHOYACHE 3aCTOCYBaHHS NpenapaTy PamaMyH 3 iHTiGiTOpOM KalbUWHEBPHHY MOXE 36iTBIMTH
PH3HK I0SBY IHIyKOBaHOTO iHFi6iTOpOM KaJELMHEBPUHY TeMOJIITHIHO-YPEMIYHOTO CHHAPOMY,
TpoM6OTHYHOI TPOMEGOIIUTOTIEHITHO] MypITypH 260 TpoMGOTHIHOL MikpoaHriomaTii
TYC/TTIVTMA).

Inzi6imopu I'MT-KoA-pedykmasu

V KTiHIYHIX KOCTDKEHHAX ONHOYACHE 3aCTOCYBaHHA TpenapaTy PamamyH i inriGitopis
I'MI"-KoA-pemykrazu Ta (a60) dibpatis nepenocmnocs mxobpe. Ilix yac Teparlii npenapatom PamaMyH
i3 nEKITocHoprHOM A a60 63 HHOTO 32 MaNi€HTaMH HEOGXIIHO CIIOCTEpIraTH Ha MPEAMET
TiBYIIEHHA PiBHA TIiiB, a 32 NaUi€HTaMHy, AKi OTPUMYTOTE iHriGirop IMI” -KoA-penyxrasu

Ta (a60) (ibpar, cilix criocTepiraTi Ha OPEAMET MOMITHBOIO PO3ZBUTKY pabgomiomisy Ta IHIINX
no6iTHIX peaktiil, AK 1e 3a3Ha4Ya€ThCA Y BIANOBiNHI KOPOTKiH XapaKTepACTHL JIIKapchKoro 3acoby.

Bogepmenmu yumoxpomy P450 ma P-zrikonpomelt

CrriIbHe 3aCTOCYBaHHA CUPOJIMYCy i3 CHIBHUMH iHriGitopamn CYP3A4 Ta/abo edrroxcHOro
TpaHcropTepa nikapchkux 3acobis P-raikonpoteiny (P-gp) (TakuMH AK KeTOKOHA30JI, BOPUKOHA301I,
iTpaxoHa301, TETITPOMILKH abo KIApUTPOMIIIMHE) MOYKE IPUSBOAUTH O ITBHIIEHHEN KOHIIEHTpamii
CHPOITIMyCYy B KPOBi i He PEKOMEHIYETHCA.

CrninbHe 3acTOCYBaHH i3 cunbHEMY ingykropamu CYP3A4 1a/a6o P-gp (Takumu K pudamIiy,
pudabyTun) He peKOMEHIYETHCH.

SIKUI0 YHUKHYTH CILUTBHOTO 3aCTOCYBaHHA {HAYKTOpiB abo inribitopis CYP3A4 1a/abo P-gp
HEMOYKIIMBO, PEKOMEH/TY€ThCsl TIPOBOAMTH MOHITOPHHT MiHIMAIbHUX KOHIeHTpawiil cuponiMycy B
HiNsHiM KpoBi Ta KIHI9HOrO CTaHy Nalli€HTa ITij Yac iX 0JHO4aCHOro 3aCTOCY BaHHA i3 cuponimMycoM,
a TAaKOX MMiC/s IX BiaMiny. Mojke BAHHKHYTH HEOOXiIHICTh Y KOpeKIUii 031 cupomniMycy (nus.
po3ming 4.2 Ta 4.5).

Habpsik Keinke

CriibHe 3aCTOCYBaHHS NpenapaTy PanamyH ¥ iHriGiTOpiB aHTIOTEH3HHIIEPETBOPIOIOHOTO bepMeHTY
(ATI®) npusseo no peakuiit Tumy Habpsiky Keinxe. ITinpuiteni pisHi CHpOIiMyCy, HANPUKIIan,
Yepes B3acMOiIO i3 cvbhuMA inriGitopamu CYP3A4 (3 cymyTHiMH imri6iropamu AIIP abo 6e3
HUX) TAKOX MOXYTh ITOCWTOBATH HaOpsik KBinke (14B. po3ain 4.5). V Aesxux BANIAAKaX HabpsaK
KBiHKe 3HMKa€ Mic/s IPUNHHEHHS 3aCTOCY BaHHs ab0 3MEHIIEH s 031 Ipenapaty PanamyH.

ITigBUINEHA JaCTOTA IMiATBEPIXKEHOrO GiOMNCi€r0 TOCTPOro BIATOPrHEHHA (ITBI'B) y peuHmieHTiB

HUPKOBOr0 TPaHCILIAHTATy CIOCTepiranacs B pasi OJHOYACHOI'O 3aCTOCY BAHH CHPONIMYCY

3 iuribitTopamu AII® (aus. po3ain 5.1). V pasi onHOYacHOro NpUiMaHHA inri6itopis ATID cnin
ol
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YBa)XKHO CIIOCTEpiraTH 3a Malli€HTaMy, AKi OTPUMYIOTh CHPOIMYC.

Baxyunayin

IMmyHOnenpecanTn MOy Th BIUIMBATH HA BimmoBias Ha BaxumMHamiro. [1ig ac JiKyBaHHs
iMyHOIeNpecanTaMy, 30KpeMa IIpenaparoM PamamyH, BaKLHHALIA MOe 6yTH MeHII e¢QEKTUBHOIO.
ITix 4ac gikyBaHAA OpenapaToM PamaMyH CiIifl yHUKATH BUKOPUCTAHHS XKUBHUX BAKIIMH.

3nosKicHE HOBOYTBOPEHHA

IMyHOCyTIpecis Moe CIPYMUHATH HiBAIIEHY CXWIBHICTE JO iHdeKIIii, a TAKOXK MONITUBAR
PO3BUTOK TiM(OMH Ta IHIIMX 3TOSKICHAX HOBOYTBOPEHB, 0COCIHMBO Ha mkipi (po3ain 4.8). Ak
3aBKIM JUTS TAEHTIB 3 MiJBHINEHEM PU3UKOM PaKy IIKIpH, BIUIAB COHAYHOTO cBiTHa i
yneTpadionerosoro (YD) cBiTia ci1if 06MexXyBaTH 32 JOTIOMOTOI0 3aXHCHOTI'0 OJUATY ¥ BUKOPHCTaHHA
COHIIE3aXHCHOTO KPEMY 3 BHCOKMM KOe(iIliEHTOM 3aXHCTy.

Indexuii

HapamipHe OpHrHieHHs IMyHHOT CHCTEMH MOXE TAKOX 36LTBIUIATH CXHILHICTB 10 indekuii,
BKJTIOYHO 3 OIOPTYHICTHIHAMY iHeKisMu (6aKTepianbHi, rpubKoBi, BipycHi Ta Ha#TpocTimi),
JeTaIbHUMY iH(DEKIIAMH Ta CEIICHCOM.

Cepe UMX 3aXBOPIORAHE Y PEIUITIEHTIB HUPKOBOI'O TPAHCTIIAHTATY — nedponatis, mos’s3aHa

3 Bipycom BK, i mporpecyroua myneTihoKanbHa neiikoeHedanonaris ([IMJT), roe’si3aHa 3 BipycoM
JTxcona Kanninrema. Lli indexnii gacTo moB’s3aHi 3 BUCOKUM 3arallbHAM iMyHOCYTIpECUBHUM
HABAHTAKEHHAM | MOXYTh IPU3BECTH 10 CepHO3HUX ab0 JIETATEHUX CTaHiB, AKi sikapi MoBUHHL
BPaxXOBYBAaTH Mif 4ac ArepeHiaTsHOT 1iarHOCTUKH B NALIEHTIB 3 OcIabIe M iMy HITETOM

3 (YHKIEI0 HAPOK, IO HOTIpLIyeThCA, 460 HEBPOJIOTIYHAMY CAMIITOMAaMH.

IToBiZOMIIIOCS PO BHNATKHA MHEBMOHIT, CIPHINHER0l Preumocystis carinii, y PELMITIEHTIB
HUPKOBOTO TPAaHCIUTAHTATY, AKi He OTPUMYBAIH IPOTHMIKPOOHY npodinaktuky. Tomy
IPOTUMIXpOGHY MpodiNaKTUKy HPOTH MHEBMOHIi, CIPUIAHEHOT Preumocystis carinii, crin
MPOBOAMTH IPOTATOM Mepmux 12 MicAuiB micid TpaHCTUIAHTALIT.

MpodinaxTuky indexIii, cCOpaUHEHO] IUTOMETaI0BIpyCcOM (IIMB), peKOMEH/TyE€TECS IPOBOTUTH
OpoTAroM 3 MicauiB mic/ns HUPKOBOI TPAHCINAHTALIL, 0CO6/11BO B MAauieHTis i3 OiABMIIEHAM PU3UKOM

3axBoploBaHHA Ha [[MB.

[Mopymenus dyHKIIT nedHKA

V nauienris i3 nopymeHHsM QpyHKIT IeYiHKM PEKOMEHIYETBCA PETENbHO KOHTPOIIOBATH 3aJIMIIKOBI
piBHi cuposiMyCy B HisibHiH kpoBi. ¥V NaLieHTiB i3 TAKKUM MOPYLUEHHIM (ByHKIIT eYIHKH
PeKOMEH/IyETECA 3HIKEHHS [ ITPIMYIOHOT 031 BIOMOBUHY Y 3B’ A3KY 3i 3nmKeHHAM KiTipeHcy (1HB.
posainm 4.2 i 5.2). OckifbKH B LMX MAIIEHTIB TEPIO/ HAMIBBUBEICHHA AGLIBLIYETHCH, TEPAIeBTHYHIH
MOHITOPHHT JIKapCHKOTO 3ac06y MicTs HaBaHTaXyBATIbHOT 1031 860 3MIHHU JI03H CIIiT NPOBOAKUTH
[POTATOM TPUBAJIOTO TIEPIOAY Yacy A0 JOCATHEHHSA CTabLIBHUX KOHIEHTpamii (auB. po3aing 4.2
15.2).

Moyl peNnmieHTIB TPAHCIIAHTATIB JIETEHIB 1 NeYiHKH

BesneuHicTs i eheKTHBHICTE 3aCTOCYBaHHS Npenapary PanamyH sk iMyHOCYTIpecHBHOI Teparii He
BCTAHOBJIGHI B PeLMIIIEHTIB TPAHCIUIAHTATY JeTeHiB abo NeviHKH, a TOMY 3aCTOCYBaHHA Npernapary
B TAKUX MMALE€HTIB HS PEKOMEHAYETHCA.

V nBOX KIiHIYHEX NOCIIHKEHHAK 32 YIACTIO NAI[€HTIB, AKi NepeHecIu TpPAHCINAHTALIIO NIediHKA
de novo, BAKOPUCTAHHA CHPOJTIMYCY B TIOEHAHHI i3 IMKIOCTIOPHHOM 200 TaKpOJIMyCOM Oysto
OB’ 433210 3i 3611bIIEHHAM Y4acTOTH TpoMGO3y neyinkoBoi apTepil, Lo B OCHOBHOMY NPU3BOAMIO 10
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BTPATH TPaHCIUIaHTaTa aGo CMepTL.

Knisitme f0Ci/UKeH s peluITieHTiB TPaHCIUIAHTATY HediHKH, BIAiOpaHHX BHMIAAKOBO [T MEPEXOILY
3i cxeMmu Ha OCHOBI inriGiTopa Kamsunnespuny (IKH) Ha cxemy Ha 0CHOBI CHpOJIIMYCY HOPiBHAHO

3 NpomoBKeHHAM cxeMm Ha ocHosi [KH, nporsrom 6—144 MicALiB mics TPAHCILIAHTAILI NeYiHky He
IPOLEMOHCTPYBAsIO HEPEBArd B CKOPHIIOBaHiH 33 BEXiIHAM pirnem IIIK® uepes 12 micsuis

(4,45 Mi/xB i —3,07 MJI/XB BiIIIOBiAHO). ¥ NOCII/DKEHHI TaKOX HE BAATIOCH MpOIeMOHCTPYBaTH HE
MeHILy eeKTUBHICTS 32 MOKa3HUKAMHU IIIBHIKOCT] KOMGiHOBaHOI BTpaTH TPAaHCIUIAHTATA, BiICY THIX
JAHHX PO BIDKMBAHHA a60 NeTanbHIX BUMAIKIB y TPy Nepexoy Ha CUPOJTIMYC IIOPiBHAHO

3 rpymnoro npomosxenns tepamii IKH. YacroTa teTanbamx HACTIAKIB y Tpymi, IO O[epXKyBaia
cupostiMyc, Gyna BHILOKO, HDK y TPy HPOIOBKEHHS JIIKY BaHHA [KH, xoua pisHuIA HE Majla
cTaTHCTHYHOI 3HAYyIOCTi. YacToTa MepedacHOro NPUIHHEHHS yTacTi B nociKen ], moGiTHIX
peaxuiit 3aranom (i indexuiit 30kpema) i MATBEPLKEHOro 6iomciero rocTPOro BifTOPrHEHHA
TpaHCIUIaHTaTa IEdiHKM gepe3 12 Micauie 6yIra CyTTEBO BHINOIO B TpyTi Mepexofy Ha CHpOJiMyC
HOpPiBHAHO 3 TpyIoio mpoaoxeHns Tepanii IKH.

Hait6inpsir 9acTi BUNAIKK HECTIPOMOXHOCTI GpOHXIAJIBHOTO aHACTOMO3Y 3 JICTANBHAME HacJiAKaMH
[OBiZOMJLUIACH Y AN €HTIB MiC/A TPAaHCIVIAHTAII] JIereHis de novo, KO CUpOTIMYC 3aCTOCOBYBaBCA
B paMKaX CXeMH iMyHOCYIPECHBHOTO JIiKyBaHHA.

CucTeMHNii BIUTUB

[ToBiZOMIIAIOCS PO BUTIAIKH [IOPYIUEHHA 260 CIOBLUILHEHHA 3aT0EHHA paH y Halli€exTiB, AKi
OTpUMyBaIH IpenapaT PanamyH, 30kpeMa JimboLere B PELUITIEHTIB TPAHCIUIAHTATY HHUPKH T4
PO3XOKEHHS KpaiB paHy. 3riIR0 3 AAHUMHM 3 MEJHIHHX [DKepel, MaieHTH 3 IHAEKCOM MacH Tijla
(IMT) nonan 30 xr/mM? MOXyTb 3iTKHYTHCA 3 NiIBUIEHUM PH3HKOM IOPYIICHHA 3aTOCHHA PaH.

Takox MOBiIOMIBLIOCS TpO BHIIAAKY HAKOIMYEHHS PIMHH, 30KpeMa nepudepuiHyii HaOPIK,
IUIeBpaNbHAI BUMIT i neprkap/aianshuil BANIT (BKIIOYHO 3 reMOIHAMIYHO 3HAYyIIHMMH BUOTaMH
B IiTeil i JOpOCINX) y MALi€HTIB, AKi OTPUMYBAJIH Ipenapar Panamyn.

3acToCyBaHHs npenapaTy PanamyH CyIpOBOIXYBAIOCS INIBAIIEHHAM PiBHS XOJIECTEPUHY Ta
TPUIIIEPUIB Y CHPOBATI] KPOBI, IO MOXE NOTpeOyBaTH Bi/lMOBiMHOrO JiKyBaHHA. 3a MALICHTAMY,
SKMM BBOJATE MpenapaT PamamyH, CITiI CIIoCTepiraTy Ha IpeMeT rimepimnigeMii 3a JOMOMOTO0
NaGOPATOPHUX TECTiB, a B pasi BUABICHHA rinepiniaemii CiIit noyaTi Taki BTpy4aHHd, 1K JieTa,
di3nuni Bipasy ¥ rinomninigemivni 3acobu. [lepen noyaTkoMm iMyHOCYTpECHBHOTO JTiKy BaHHA 32
CXEMOIO 3 TpeapaToM PamamyH it pOsIIIAHYTH CIIiBBiJHOIICHHA KOPHCTI i pUBHKY A1 [TAL€HTIB
i3 BCTAHOBIEHOIO rineprninigemico. AHATOTIIHUM HUHOM CIIJ HEpEOLIiHUTY CITiBBIIHOIICHHS
KOPHUCTI i PH3UKY 11010 NPOAOBKEHHA Tepalii mpenapatoM PanaMys y MAIIEHTIB 3 TSDKKOK0
pedpakTepHOIO TinepiniaeMiero.

Caxapo3sa ii naktosa

Caxapoza
Ileii npenapaT He MOXKHA NPU3HAYATH [HALEHTaM 3 PiAKiCHOIO CIIIKOBOIO HENePEHOCUMICTIO
dpyKTO3H, [IOK030-TaAKTO3HOK0 Mansabcopbuieto abo HEIOCTATHICTIO [[yKpa3H-130MaJIbTa3H.

Jlakmosa

TlanieHTaMm i3 TAKMME PiIKICHUMH CTIaIKOBUMH 3aXBOPIOBAHHAMHY, SK HENepeHOCHMICTE TaIaKTOo3Y,
JIaKTa3Ha HEJOCTATHICTE caaMiB abo CHHAPOM MansabcopOuil [TEOKO3M Ta ranakTosy, He o
npuiimMaTH Ueii nikapcekuii 3acib.

4.5 BsaeMmopis 3 iHIMMMHA JikapchKuMH 3acoGamu i iHmi BUIR B3aeMogiii
CuporniMyc iHTeHCHBHO MeTaGomi3yeThes i30epMEeHTOM CYP3A4 y crinmi KvmkiBHAKa i medinmi.

CuHpoIiMyc TaKoX € CyBcTpaToM MU e(IIOKCHOTO HAcocy, IO 3a0e3Meye MHONKHHHY NKAPCHKY
cTilikicTs, P-rnikonpoTeiny (P-gp), po3TalllOBAHOI'O B TOHKOMY kuinkiBHAKY. Omie, Ha abcopOuio
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i1 ogabLIe BUBENEHHA CHPOJIIMYCY MOXYTh BIUIMBATH PEYOBHHH, 110 BINTUBAIOTE HA i GLIKH.
Turi6itops CYP3A4 (TaKi sk KETOKOHA30JI, BOPUKOHA30J1, ITPAKOHA30JT, TeNiTpOMIIVH ab0
KIIapUTPOMILMH) 3HWKYIOTb METaG01i3M CUPOiMyCY i NiABULUYIOTE KOHLIEHTPALLIIO CUpoNimMycy.
Tamykropu CYP3A4 (taxi sx pudavminus a6o puhabyTin) 361meuryioTh MeTad0sIi3M CHpOIIIMYyCY
¥ 3HIKYTOTH KOHIEHTpaLito cuposiMycy. CIiijibHe 3acToCyBaHHA CUPOJTIMYCY i3 CUITEHUMH
inriGitropamu CYP3A4 a6o inmykropamu CYP3A4 He pekOMeHTy€ThCA (nus. po3ain 4.4).

Pudammi i ktop CYP3 A4

VBemeHHs 6araTopasoBHX 103 pUGbaMITIUHY 3HH3IIO0 KOHIEHTPALIio CHpOMiMYCy B LUTBHIN KpOBi
ricns omHOpasosoro npuiiManHA |0 Mr mepopallbHOrO PO3iHHY npemapary Pamamys. Pudhammins
36insImyBas KIiperc cuponiMycy npudnusto B 5,5 pasn i 3umKyBaB AUC i Coa nputmmzno Ha 82 %
i 71 % siamosizuo. CrinbHe 3aCTOCYBaHHS CHPOIIMYCY if pHpAMITILIAHY HE PEKOMEHIYETHCA (mus.
po3zaun 4.4).

Kertoxonazon (inribitop CYP3A4)

3acTocyBaHHsa 6araTopa3oBiX K03 KETOKOHA30JIy CyTTEBO BIUTUBANIO HA [UBAOKICTB i CTYNiHB
BCMOKTYBAHHA Ta BIUTHB CHPOIIMYCY 3 PO3YMHY mperiapaty PamaMyH 11 nepopaibHOro
3acTOCYBAHHS, 110 BinoGpaxaeTecs 301NbIIEHHAM 1OKa3HHKIB Crax, tmax i AUC cuposivycy B 4,4, 1,4
ta 10,9 pasu igmosigno. CHillbHe 3aCTOCYBAHHA CHPOIIMYCY H KETOKOHA30IY HE peKOMEBAY€ThCA
(mue. po3min 4.4).

Bopuxonasou (iaricitop CYP3A4)

I[TOBiZOMIIATIOCS, 11O CIJIBHE 3aCTOCYBaHHA CHPOJiMycCy (pa3osa f03a 2 Mr) 3 GaraTopa3oBUM
npHiiMaHHAM BOPUKOHA30/Y IUIs [IEPOPANEHOro 3aCTOCY BAHHA (400 mr koxHi 12 rognH NpoTAroM
1 mus, motim 100 Mr xoskHi 12 rogus npoTaroM 8 AHIB) y 310POBUX 106poBos LB 30iMbIIY€E Cinax
i AUC cuponimycy B cepequpoMy B 7 i 11 pasis Bignosigso. CriJisHe 3aCTOCYBaHHS CUPOJIIMYCY
# BOpHMKOHA30]Ty HE peKOMEHIyeThCA (IUB. Po3ain 4.4).

Hunriazem (iariGitop CYP3A4)

OpHouacHe NPHIMAHHA PO34MHy Mpenapary PanamMyH WA nepopaisHOro 3acToCyBaHHA B no3i 10 Mr
i munTiaseMy B 1031 120 Mr CyTTEBO BIUTMHYJIO Ha GioHOCTYTIHICTE caponimycy. ITokaseuKH Crax, tmax
i AUC cuponimycy 36insuysamice y 1,4, 1,3 1a 1,6 pasu BignosiaHo. CuposiMyc He BIUIMBaB HA
dapMaKkOKiHETHKY aHi JunTiaseMy, aHi #oro MeTaGoNITIB Ae3aleTUIIWITIA3eMy Ta
IecMeTHIAWITIa3eMy. SIKIIO 3aCTOCOBY€EThCA AMITIa3eM, CIill KOHTPOFOBATH piBEHb CHPOJIIMYCY

B KpOBI 1 MOX€ 3HaIOOMTHCA KOPUTYBAHHS IO3H.

Bepanawmin (iuriditop CYP3A4)

BaraTopazose npuitMasHa PO3UUHY Bepanaminy i CHPOMIMYCY JJI% MEPOPaNBHOI0 3aCTOCY BaHHA
3HAYHO BIUTMHYJIO HA IBWAKICTE i CTYNiHE BCMOKTYBaHHA 000X JKapChKUX npenapatis. [ToxazHukH
Conaxs tmax 1 AUC cuporntimycy 8 uinshiit kposi s6inburysamice y 2,3, 1,1 1a 2,2 pasu BiZLIOBIIHO.
TToxasuukd Crax i AUC S-(-) Bepanaminty B rutasmi kposi 6y 36insimeti B 1,5 pasy, a I0Ka3HHK trmax
3HU3MBCA Ha 24 %. CIIiJl KOHTPOJTFOBATH PiBHI CHPONMYCY W PO3TIAHYTH NATAHHA TIPO BiamoBinee
3HIDKEHHT 103 060X JTIKapChKUX IPeMaparis.

Epurpominu (inriditop CYP3A4)

Baratopa3oBe MpUiMAHH PO3YMHY EPUTPOMIlIMHY # CHpOTIMYCY AT NMEPOPAIBHOTO 3CTOCY BAHHA
3HAYHO MiIBULIMIIO IIBUAKICTE i CTYMiHb BCMOKTYBaHHA 060X JIIKAPCBKUX npemaparis. ITIokasHAKK
Crax, tmax i AUC cupostiMycy B UinbHil kpoBi 36i1biryBamuce y 4,4, 1,4 ta 4,2 pasu BIATIOBIAHO.
TTokasuuky Cmax, tmax i AUC epUTpOMiluHy OCHOBH B [1a3Mi KPOBI 30UIbLIYBANHCE ¥ 1,6,1,3Ta
1,7 pasu Bignoginso. CITix KOHTPOJIOBATH PiBHI CHPOMIMYCY F PO3TJIAHYTH IATAHHA PO BiomosigHe
3HIWKeHHA 103 060X NIKapChKUX Npenaparis.
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Huxrocnopud (cyberpar CYP3A4)

ILIBAIKICTS i CTYTiHE BCMOKTYBAHHS CAPOITIMYCy GYITH 3HAYHO 361TbLICH] HHKIIOCTIOPHHOM A (CsA).
CupostimMyc, 110 BBOMUTBCA oiHodacHo (5 mr) i gepes 2 romunH (5 mr) i 4 rogunan (10 Mr) mcms
seemenns CsA (300 mr), mpusBoquB Ko 36imsmenns nokasaika AUC CHpOTiMyCy IPUGIH3HO HA
183 %, 141 % i 80 % gigmosigzo. Brinue CsA Takox mozHauaBcs B 36inpInenH] oKa3HUKIB Comax

i tmax cHpomiMycy. ITif yac npuitMaHHA 32 2 TOAMHH 10 BBEJICHH CsA noxa3sHIKH Crax 1 AUC
cHpoItiMycy He 3MiHMIMCS. Pa30Ba 1033 CHPOJTIMYCY He BIUIMBaia Ha (dhapMaKOKIHETHKY
IMKITOCTIOpHHY (MiKpoeMyJIbcii) y 30pOBMX TOGPOBOIBIIB 33 YMOBH OHOYACHOTO BBECHHA abo

3 inTepBanoM 4 roquHu. PexoMeHIyeThcs BBOJUTH Ipenapat PanaMyH depes 4 ToauHu micns
UKJIOCTIOpHHY (MIiKpoeMyIbCii).

Kana6ingion (iuriGitop P-gp)

HaXomwy OB ZoMIeHES PO IiABHIIEHHs PiBHIB CHPONIIMYCY B KPOBi B pa3i OIHOIaCHOTO
3acTocyBaHHI 3 kKaHa6inionoM. Y JOCITIIHKEHHI 32 y4aCTIO 3X0POBHX oBpORONEIIB OIHOYACHE
3aCTOCYBaHHS KaHa6inioy 3 ixumiyM iHriGiropoM mTOR a1 mepopanbHOro 3acToCy BanHA
IPH3BOAMIO O 36iNbIe A excrosuii irriGiropa mTOR npubinsso y 2,5 pasu sK 3a IOKa3HUKAMH
Cmax, Tak i AUC. Lleit edekT 3ymoBeHuit iHriGyBaHHAM KaHa6iXi0IOM KUIITKOBOTO edITIoKCY,
orocepenkosaHoro P-gp.

Crnig noTpuMyBatucs 06epexHOCTi IIPH OAHOYACHOMY 3acTOCYBaHHI KaHabiioMy Ta npenapaTy
PanamyH, 31 fiCHIOIO9N peTeNbHII MOHITOPHHT PO3BHTKY MOGIYHIX PEeaKIii. HeoGxinno
KOHTPOJIOBATH PiBHI CHPONIMYCY B KPOBI Ta 3a IIOTpedH KOpHTyBaTH 03y (1HB. posninm 4.2 Ta 4.4).

IMepopalisHi KOHTPALETTTHEA

Knigigso 3Ha4yo1 fapMakoKiHETHHHOT B3a€MOIii MiXX pO3UMHOM IIpenapary PamamyH s
epopanbHOTO 3actocyBaHHs i 0,3 Mr Hoprectpeny/0,03 mr eTHMHiNIECTpazioNy He CIoCTepiranocs.
Xoua pesynsTaTH AOCHIDKSHHS B3a€EMOXII OIHOPa30BOl 103U 3 HEPOPANEHIM KOHTPALCTITHEOM
TPUITYCKAIOTh BiICY THICTh (apMaKOKiHETHHHOT B3a€MOIil, pesyIbTaTH HE MOXYTb BUKIIIOTATH
MOYIUBICTE 3MiH (papMaKOKIHETHKH, AKi MOXYTh BIUIMHYTH Ha eheKTHBHICTE MEPOPATEHOr0
KOHTpALEITHBY I1iJl 9aC TPHBAIIOTO JIIKyBaHHA MpenaparoM PanmaMyH.

Inini Modkausl B3aeMOIiT

TariGitopu CYP3A4 MOXYTE 3HIKYBaTH MeTaboIi3M cHpoLiMycy i MiIBHIIYBaTA PiBE€Hb
cuponimMycy B kposi. JIo Takax iHriGiTopip HanexaTs NeBHi HpoTArpuGKOBi 3ac00H (HAIPUKITAL,
KNOTpUMAa30J1, GIIyKOHa301, iTpakoHa30JT, BOPUKOHA30JI), MeBHI aHTUOI0TUKY (HAIPHKIA,
TPOJICaHIOMILIFH, TETiTPOMILVH, KIaPUTPOMILIMH), TEBHI inri6itopu npoTeas (HanpUKIIam,
pHTOHaBIp, iHMHABIp, Gonenpesip i Tenanpesip), HikapAKIiH, GPOMOKPUNITHH, UIMMETHIMH, 1aHASO0IT
i neTepMoBip.

Ianyxtopu CYP3 A4 MOXyTh 36iNBLIyBAaTH iHTEHCHBHICTB MeTaboJIi3My CHUpOIIMYCY H 3HMXKYBaTH
piBeH:s cuponiMycy B KpoBi (Hampukiaj, 3Bipo6ii (Hypericum perforatum), IPOTHACYIOMHI 3aCO0H:
kap6amaszemniy, deHoGapbitai, heHiToiH).

Xoua caposiMyc HpHTHItYe MIKPOCOMANBHI LIATOXPOMHU [EUiHKH JIOAMHM POSMHH Paso CYP2C9,
CYP2C19, CYP2D6 i CYP3A4/5 in vitro, HE O9iKY€THCA, L0 AKTHBHA pe4oBUHA Oy e NpUrHITYyBaTH
AKTHBHICTD [MX i30(ePMEHTIB i Vivo, OCKLTbKK KOHIEHTpalii CHpOJIiMyCy, HeobxinHi s
NpUTHIYeHHS, HabaraTo By, HiX y MAlli€HTIB, ki OTPUMYIOTh TepaneBTHYHI 034 TTpenapaTy
Panamys. [Hri6iTopu P-gp MOKyTh SMEHITYBaTH BiITIK CHPONIMYCY 3 KIITHH KUIIKIBHUKA

i MiIBUIIYBAaTH KOHIIEHTPAIII0 CUPOIiMYCY.

[peiindpyToRuii Cik BIUTHBAE Ha MeTaboIi3M, OTIOCEPEAKOBaHHH CYP3A4, ToMy cilif YHHKaTH HOT0
BXKMBaHHA.
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®apMakOKiHeTHUHI B3a€MOJIii MOXYThb CNIOCTEPIraTHCA 31 LIUIyHKOBO-KUIIKOBUMH NpOoKiHeTH4HUMH
OpenapaTaMH, TAKUMH SK [U3aIPHA i METOKJIONpaMis.

Kniniuso 3Hauymoi papMakoKiHeTIYHOT B3aeMOIii MiXK CHPOJIIMYCOM i GyIb-SIKOIO 3 TAKMX PEIOBHH:
ANMIJIOBIP, ATOPBACTATHH, JUCOKCHH, MTibeHKIaMin, METHINPEHI3010H, HiequiH, IpeJHI30N0H
1 TprMeTOnpUM/CyITEHaMeTOKCA30IL, HE CIIOCTEPIranocs.

Honynguis nauienTis TUTAMOrO BIKY
JlocimkeH s B3aeMOAil JiKapChKHX 32C00iB MPOBOMMIHCS JIMIIE B JOPOCIIHX TIALli€HTIB.
4.6 @epTUIBHICTE, BariTHICTB i JaKTaNiA

JKinks NiTOPOAHOTO BIKY

ITix 9ac Tepanii mpenapartom Panamys i mpoTAroM 12 TIKHIB MiCIT TPHITAHEHHL TIpUiiMaHHS
npenapary PanaMys Heo6XifHO BUKOPHCTOBYBATH (EKTHBHI OpoTH3aIUTiAHi 3aco6u (IHUB.
posnin 4.5).

Barituicre

JlaHi IO/0 3aCTOCYBaHHSA CHPOJIiMYCy y BariTHHX XiHOK Hapasi o6mesxeHi abo HOBHICTIO BiACYTHI.
V Xoni DocTimkeHb Ha TBapUHAX OyIia BUABIEHA PENPOLYKTHBHA TOKCHYHICTS (AHB. po3min 5.3).
TMoTeHuiitHM#A pU3UK AN JEOAMHH HeBigoMui. [lpemapar PanaMyH He MOXHA 3aCTOCOBYBATH mig gac
BATiTHOCTI, OKPiM BUIaAKiB HAaramsHOI oTpe6wu. ITin yac Tepamii npenapaTom PanaMyH i npoTsaromM
12 TEOKHIB Mic/s NPUITHHEHHA 3aCTOCYBaHHs Npenapaty PanamyH HeoOXiIHO BUKOPUCTOBYBATH
edekTHBHI IPOTH3AILTIAHI 32acO0H.

3acTocyBanHs B MEPiol rPYIHON0 BHTCOIOBY BAHHA

ITic/ist HpHiiMaHHA CHPOIMYCY, MIYEHOrO PaJiOaKTHBHMM i30TOIIOM, PamioaKTHUBHICTL BHINAETHCS
B MOJIOKO IIypiB, AKi roIytoTh. HeBifoMo, 4y IPOHUKAE CHPONIMYC Y IPYAHE MOJIOKO moneit. Yepes
MOYUTHBICTS BUHUKHEHHS T06iHMHNX peaKiliil M BINIHBOM CHPOIIMYCY B HEMOBILAT, AKHX FOAYIOTh
I'DYUIO, TPY/IHE BHIOKOBYBAHHS CJIifl IPUIIMHATH i 9ac JIiKyBaHHs npenaparoM PanamyH.

BIUIHE Ha penpoayKTHBHY DYHKLIKO

V [esiKUX MALEHTIB, SKi OTpMMyBaIy Openapar ParmaMyH, CIOCTEPIralies NopyIieHHA TMOKA3HUKIB
criepmu. Y GUIBIIOCTI BUNAAKIB IIICIA IPUNMHEHH 3aCTOCYBAaHHA Npenapary PanamyH i edekTn
6ynu o6opoTHUMH (AUB. po3mi 5.3).

4.7 3paTHiCTh BILIMBATH HA MBHAKICTH peaxuii mix yac kepyBaHHd aBTOTPAHCOOPTOM abo
iHmMMu MexaHisMaMH

BimomocrTeif om0 BIUIMBY Ipenapary PanaMyH HA 30aTHICTH KEPYBAaTH TPAHCIIOPTHIMHA 3aco0aMu Ta
IIPALIOBATHA 3 MEXaHi3MaMH Hapasi Hemae. JIOC/IKEHHA BIVTMBY Ha 31aTHICT KepyBaTH
TPAHCTIOPTHAMH 3ac06aMHU Ta MPAIOBATH 3 MEXaHI3MaMH HE NPOBOAWIIUCA.

4.8 He0axani apnima

ITo6iuni peaxitii. 1110 CIIOCTEPIralOTRCA il Yac TIPo(inaKTHKH BIITOPrHEHHA OPrafHa B pasi
TPAHCINAHTALLT HHPKHA

HaituacTiummn noGiuHUMH peakiismi (3ycTpivaioThea y > 10 % nauienTis) € TPOMOOLIMTOTIEHIS,
aHeMis, rineprepmis, rinepreHsii, rinokaniemis, rinodpocaremis, indexitis CEHOBHBIIHIX LLTAXIB,
rilrepxonecTepuHeMis, TineprilikeMis, MinepTpurIinepraemis, 6ine B 06JIACTi XKUBOTA, JiMouee,
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nepudepuunuii Habpsk, Oi1b y cyrnodax, akse, niapesi, OUTb, 3aKpen, Hy10Ta, TOJIOBHUI OLIb,
TMiABHILEHHS PiBHA KPeATHHIHy B KPOBi i MiABHINEHHS PiBHA naxratgerigporesasu (JIA) y xposi.

YacTOTa BUHUKHEHHS 6y Ib-AKHX MOGITHAX peaKIii Moxe 30UIBIITYBATACA 33 36LTBIIEHHAM
3QIMIIKOBOrO PiBHS CUPOIIMYCY.

HageeHuii HIDKYe Nepellik NoGiuHIX peakuiil 3acHOBaHAH Ha HOCBiMI KJIHIYHIX AOCTKEHb
i MOCBi/i BUKOPHCTAHHA B OCTPeECTpaliiHOMy nepiozl.

3a CHCTEMHO-OPraHHMMH KilacaMu 10GiMHi peakitii nepeniyeHo i 3aroJI0BKaMu 1acToTH (KiBKICTB
TALIEHTIB, y AKHX, AK OTiKy€THCs, PO3BMHETECS PeaKLis), 3 BUKOPUCTAHHAM TaKuX KaTeropii: gyxe
yacto (> 1/10); gacto (Big > 1/100 go < 1/10); Hewacto (ix > 1/1000 mo < 1/100); pimxo (Bin

> 1/10 000 mo < 1/1000); HeBiZOMO (HEMOXIHBO OLIHUTH 32 HASBHUMH JaHuMM).

V KOXKHi rpyni 4acTOTH HebaxaHi peakiii npecTapieHi B IOPAIKY 3MEHIICHH CepHO3HOCTi.

BinpIUicTh MAIEHTIB MPOXOAKIHA JIIKyBaHHA 33 iIMyHOCYIPECUBHIMHM CXEMaMH, SIKI BKITFOYaJIH
npenapar Panamys y moeHasHi 3 iHIIMMM iMyHOACTIPECAHTAMU.

CucreMHo- Hdyxe uacTo Yacro Heuacro (Bin Piaxo YacroTa
OpraHeMii Kiac =1/10) (Bix = 1/100 xo >1/1000 go (Bin nAeBigoma (e
<1/10) <1/100) >1/10 00 MOXHA
0 no BCTAHOBHTH
<1/1000)| Ha miacTasi
HasBHAX
JaHHX)
Indexuiini Ta |[THeBMOHIf; Cericuc; Komit Clostridium
napasuTapHi rpuOKoBa mienonedput; |difficile;
3aXBOpIOBAHHA |iH(eEKIis; BIpycHa |LUTOMEraioBipy MikoGakTepiasibHa
indexis; cHa indexuisn; |indexuis (30xpemMa
GakTepianeHa omepisyounii  |TyGepKyns03);
inexuis; inbexuis | reprec, indekuis Bipycy
HpPOCTOrO reprecy; |COpHIMHEHIH Emurretina — Bapp
inpexuisn BipycoM
CEYOBHBITHAX BiTpsiHOT Bicn
IUTAXIB
Jo6posixicHi, Hemenanomuuii | Jlimpoma*; HeitpoeHaokpu
3JIOSIKICHI Ta pak wkipu* 3JI05KiCHA HHa
HeyTOYHeHi memanoma¥*; KaplHOMa
HOBOYTBOpPEHHS HNOCTTPAHCILTAHTAILL mkipu*
(30Kkpema KicTH ittHe
Ta MOJiNK) nimMdonponidepata
BHE 3aXBOPIOBAHHI
Posmanu 3 60oky | TpomGowuroneHis; | emonituko- IMaHuKMTONEHIS;
KPOBOHOCHOI aHeMis; ypeMiuHui TpoMOOTHYHA
i miMdarugHoi |JIefiKoIeH i CHHJIPOM; TPOMGOLMTONEHITH
CUCTEM gefTnoTeHIs a mvbIvna.
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Posnanu 3 6oxy TinepuyTnmeict
iMyHHOL b (30KpeMa
CHCTEMH AHri0HEBPOTIIH
uif HaOpsK,
aHadimakTHIHA
peaxiist
¥ anadinakToin
Ha peakis)
Meraboniuni Ta |inokasiemis;
amiMeHTapHi rinodpocdaremis;
po3naau rimepminigemis
(zoxpeMa
rifnepxonecTepuHeM
ix); rinepriikemis;
rinepTpurTinepuae
Misi; I[yKpOBHH
niabet
Poznanu 3 6oky |[onosHuit 6ins Cunnpom
HEpBOBOI 3BOPOTHOI
CHCTEMU 33 THBOT
enuedamonarii
Posnanu 3 6oky | Taxikapaisa TlepukapniaisH
cepuA Wi BUIIT
Cynuuni linepTeHsis; Benosunit Jlimdpenema
po3nagd nimbouene Tpombo3
(3oxpema
Tpom603
riIu0OKUX BEH)
Poznanu 3 60Ky Jlerenera Jlerenena AJbBeOIst
pecmipaTopHOl eMGois; KpoBOTEYA pHA
CHCTEMH, ITHEBMOHIT; npoTeiHo3
TpyaHOl KIITKH IUieBpaIBHU
Ta BMIIIT; HOCOBa
CepenoCcTiHHA KpPOBOTE4a
Posnanu 3 60Ky |Bins y »uBOTI, ITankpeaTur,
[ITyHKOBO- 3aKper; giapes; CTOMATHT;
KHIIIKOBOTO HygOTa acuuT
TpakTy
Ilenaro6iniapHi |IlopyineHHa ITeuinkoBa
poznagi GyHKLIT DeYiHKK HEOOCTATHICTH*
(3oxpema
MiABHIIEHHS PIBHA
anaHiHaMIHOTPAHC
tdepasu
1 migBULIEHHA
piBHA
acnapraraMmiHoTpa
Hedepasm)
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Posznanu 3 Goky | Bucum; ByrpoBuii Excooniatupauit  |Jleiikorwm
HIKipH Ta BUCHIT JEepMaTUT TO-
MigmKipHOi KJIaCTH9H
KJIiTKOBUHHI uit
BaCKYJIT
Poznanu 3 6oky | ApTpanris OcteoHexpos
OIIOpPHO-
PyXOBOTO
amapary Ta
CIIOYyYHOT
TKaHWHU
Poznanu 3 Goky |IIporeinypis Hedporuunmii
HHPOK CHHIpPOM (IUB.
1 ceqoBHUBIAHOT po3ain 4.4);
CHCTEMH tdhoxampHO-
CerMeHTapHUH
[JIOMEPYII0CKIIEPO3
*
Posnanu 3 6oky | [lopymenHs Kicra sieanyxa
craTeBoi MEHCTPYaJIBHOTO
CHCTEMH Ta Ky (30kpeMa
MOJIOYHHUX ameHopes
3aJ103 i1 MeHOPparisf)
3arasneHi Habpsxk;
posnamu Ta nepudeprHIHuit
peakuii y Micui | HaGpsK; mipexcis;
BBESHHA 611, TIOpyTIeHHA
3aro€HHA*
JIaGopaTopHi [TigBUIIICHHA
JMOCIIIDKEHH | TaKTaTAeTiAporeHa
3M B KPOBI;
MiABHIIEHHS
KpeaTuHIiHy B KpOBI

* JTB. pO3Mii HIDKIE.

Onuc oxkpeMux MobidHKX peakiii

IMYHOCYIIpecis 36LIBIIye CIPUIHATIMBICTS A0 PO3BUTKY JTiMOMH Ta {HILHX 3TOAKICHUX
HOBOYTBOPEHE, 0COOJIMBO Ha WKipi (1B, po3Ain 4.4).

Cepen nauieHTis, Ski OTpUMYBaJH iMyHOAETIPDECAHTH, 30KpeMa Ipenapat PamamyH, oBiAoMILAIOCS
npo BUNaJKu Hedpomarii, moB’s13aHoi 3 Bipycom BK, a TakoX Mpo BAMAIKK [POrpecyroqol
MyJIbTH(OKaTBHOT Nefikoennedanonartii ([IMJI), mos’ 13aHoi 3 BipycoM JlxoHa Kanninrema.

[TorimoMANIOCS PO FEMATOTOKCAYHICTE. PU3KK MOYe 361IBLIYBATHCA 31 301MBILIEHHAM
3QIMLIKOBOTO PiBHA cupostiMycy. Haaxoaunu pifxicHi moBinoMIeHHS Ipo NIETANBHAH HEKPO3
[eYiHKY 3 MiABHIEHUM 3aTHIIKOBMM PiBHEM CHPOJIIMYCY.
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Bumazxu iHTepCTHITIATIBHOI XBOPOGH JlereHiB (30KpeMa THEBMOHIT i He4acTo obitepyroauit
6pOHXIONIIT 3 HHEBMOHI€I0, O opraizyeThesa (BOOP), i nerenesuit gpibpos), JesiKi 3 IETATbHAMH
Hacninkamu, 6e3 6y ab-saKoi BcTaHoBeHoi iHekuiiino]l eTiosnorii cnocTepiranuck y nayientis, ki
OTPHMYBAIH IMyHOCYIPECHBHE JIiKyBaHHs BKIIOYHO 3 penapaToM PanaMyH. ¥ [eAKux BANAAkax
iHTepcTHIliaEHa XBopo6a JIereHiB 3HUKaE TicHs MpUITHHEHHS 3aCTOCYBaHH Npenapary PammamyH
a60 3MeHIIEHHS Horo qo3u. PU3HK Moxe 361y BaTiCA 31 361MBIICHHAM 3aIHIIKOBOTO piBHA

cHpoIiMycy.

[TorigoMIAIOCA PO MOPYIIEHHS 3aTOEHHA [IC)IA TPaHCHJIAHTALi{, 30KpeMa PO3XOIDKCHHA LIBiB
aTIOHeRpO3y, Mic/oNnepaniitdy IPwKy i MOpYIIeHHT aHACTOMO3Y (Hanpukiaj, paHd, CyUH,
IMXATBHAX IUIXiB, CETOBUBITHIX IIUIAXiB, )KOBIOBUBIHUX IIJIAXIB).

V IesKuX Nali€eHTiB, AKi OTpUMYBAIK Iperapar PanaMyH, cocTepiraycs mopyIeHHs TIOKA3HUKIB
crepMu. Y GinbLIOCTI BUMAIKIB MiC/d NPUNMHEHHS 3aCTOCY BaHHA IIPENapaTy Pamamys ui edexta
OyJix oG0poTHUMH (TUB. po3aia 5.3).

V nanieHTiB i3 3aTpEMKO0 GyHKIIT TPAaHCILTAHTATa CHPOIIMYC MOXKE BiICTPOYHTH BIIHOBIIEHHA
¢yHKLIIT HIpPOK.

OmHOYaCHe 3aCTOCYBaHHA CHPOIIMYCY 3 iHTi6iTOpOM KaNbIMHEBPUHY MOXKe 30iIBIIMTH PH3UK
nossu IKH-isgyxosaroro 'YC/TTIVTMA.

[Mosigomisutocs mpo ¢GOKUTLHUN CETMEHTAPHUM ITIOMEPYI0CKICPO3.

TaKoX MOBIZOMIISUIOCS PO BUTATKY HAKOTIMYEHHs PiIAHH, 30KpeMa IepHdepraHiit HabOpsK,
IUICBPAIBHUI BUINT i TIepUKapIiATbHUA BUIIT (BKTIOYHO 3 TeMOIMHAMIYHO 3HATYIMMH BAIOTAMY
B miTell i JOPOCTNX) Y MALIEHTIB, AKi OTpHMyBaIK npenapat PamaMyH.

[lix "ac nocnimKeHns 3 OLiHIOBaH S 6e3MeTHOCTi Ta e)eKTHBHOCTI Mepexoy i3 3aCTOCY BaHHA
iHriBiTopiB KaNBUMHEBPHHY HA 3aCTOCYBAHHSA CHPOJIMYCY (uinsoBi piBHi cranoBumy 12-20 Hr/Ma

y NALi€HTIB, AKi OTPMMYBATH HiATPUMYIOYy Tepaliro Niciii TpaHCIUIaHTalli HUPKH, BKIROYEHH 10
JocimkesHs Gy10 OPUIMHEHO B MiArpyni mauieHris (n = 90) i3 BUXIAHO0 LIBAAKICTIO KITy604KOBO1
dinpTpauii Mermme 40 MIV/XB (TUB. po3ain 5.1)). V ik rpymi jTikyBatHHI CHPOIIMycoM crocrepiraBcs
BUIIMI piBeHB CepHO3HIX NMOGIYHMX peakliil, 30KkpeMa ITHEBMOHIi, FOCTpOro BIOTOPTHEHH:, BTPATH
TPaHCIUTAHTATA i JIeTATbHAX HAcHiAKiB (n = 60, MediaHHui Jac ITic/ia TpaHCIUTAHTALli 36 MiCAIIB).

TToBigOMIAIOCS PO BUTAAKU ITOABU KiCT AEYHHKIB i MOPYLUCHHA MEHCTPYANILHOTO LHKITY (3okpema
aMeHopeIo i MeHopariro). [Tami€eHTIB i3 CHMITOMATHYHUMHE KiCTAMU SIEYHUKIB CJIiH HAIIPaBIATH 1L
NOMANBIIOTo 06cTexeHHA. YacTOTa OABH KiCT A€IHUKIB MOXe GyTH BHIIOIO B JKIHOK

y IPeMEeHOTAY3i MOpiBHAHO 3 >KiHKaMH B IIOCTMEHOMNAY31. ¥ NeAKUX BUIANKaX KICTH SI€YHHMKIB i Taki
NOpYIIEHHA MEHCTPY &/IBHOTO LIUKITY 3HMKIH [ICIIA NPUIMHEHHS 3aCTOCY BAHHS npenapary PamaMyH.

[Momvsnis naliedTiB AUTAI0TO BIKY

KouTponeopaHi KIiHIYHI JOCTIIKESHHA 3 J03YBaHHAM, MIOPiBHAHHUM 13 THM, AKE Hapa3i [1oKa3aHe AJis
BUKOPHCTAHHA Ipenapary PanmaMyH y OpoCiHX, He IPOBOJNIHNCA B miTel 1 miAiTKIB MOJIOAIIE
18 poxis.

OuiHIOBAHHA 6e3MeYHOCT] IPOBOLHIY IPOTATOM KOHTPOIBOBAHOIO KITIHIYHOT0 AOCIDKEHHA 32
Y4acTIO ManieHTiB Mostoaue 18 pokis mic/s TPaHCIUIAHTALIT HUPKH 3 BHCOKUM IMyHOTIOTi9HIAM
PH3MKOM, AKHIT BU3HAYAETLCA AK HAABHICTH B aHAMHE31 OTHOTO a60 NeKUIBKOX eMi30/iB rOCTpOro
BiOTOPTHEHHS ANOTPAHCINAHTATY i (a60) HAasABHOCTI TATBEPDKEHOI 32 IOMIOMOTOK0 Gioncii HUpKH
XpPOHIYHOT TpaHCITaHTaLiiHOT Hedpornartii (1uB. posain 5.1). 3acTocyBaHH: npenapary PanamyH

y KoMGinauii 3 iHrifiTopaMy KaibUHHEBPUHY Ta KOPTHKOCTEPOIAAMH CY [IPOBOLKYBAIIOCA
MiJBHIEHUM PH3HKOM TOripHieHHs (QyHKILiT HHPOK, NOPYIICHHAM PiBHA ALMIAIB Y cupoBatii KpoBi
(30KpeMa IiABHUIIEHUM piBHEM TPUIILILIEPHUIIB i X0JI€CTEpUHY B CHPOBaTL Kpogi) Ta iHpexuiaMu
cevyoBuBigHuX uULIxiB. JocnimKyBsana cxema fikyBaHHs (TpHBajle BUKOPUCTAHHA IpenapaTy
PanaMyH y moegHaHHi 3 iHriGiTOpOM KalbLUHEBPUHY) HE [IOKa3aHa JOPOCIUM nanieHTaM abo
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NanieHTaM AUTAIOro BiKy (quB. po3nin 4.1).

B iHITOMY IOCTiIXeHHi 32 YJacTIO TALieHTIB ¥ Billi 20 pokiB i Moo MiCIA TpaHCIIJ'IaHTaHII
HHPKH, IPU3HAYEHOr0 IS OiHIOBAHHA Oe3MeYHOCT] IOCTYIOBOTO MPUIHMHEHH Tepail
KOpTHKOCTEpOimaMHu (noqnnamqn i3 urect MicANLIB micas TpchrmaHTauu) 3 1MyHocynpeanH01
cxeMy, iHinifioBaHol Hif Yac TPAaHCIUIAHTAL, AKka BKIIOYANa lMyHOCYHpeCI}O B NOBHIi 1031 AK
npenaparoM Panamys, Tak i iHri6iTopoM KaJIbIMHEBPHHY B MOEJHAHHI 3 iHTyKIi€ro npenapaToM
Gasmnikcumal, 3 274 BrTroueHNX naiienTis 19 (6,9 %), AK MOBIXOMILUIOCH, MaIK
nochpchrmaHTaumHnH mM(borIpom(bepaTHBHHH cumppom (IITJIC). ITogigomismnocs, Mo cepen

89 marndenTis, y AKKX A0 TpaHCIUIaHTALil 6yJI0 3apeecTpOBAaHO CepOHeFaTHBHHH CTaTyc IIOKO BipyCy
Enmrreitna — Bapp (BEB), y 13 (15,6 %) possunyscs ITTJIC. Bix ycix ITAL{E€HTIB, ¥ SKUX PO3BHHYBCI
ITJIC, 6ys Menme 18 pokiB.

HakonmgeHoro 10cBimy, o6 pexoMeHIyBaTH 3aCTOCYBaHHA Npenapary PanamyH IITIM 1 mATiTKaM,
HEOCTATHRO (UB. po3in 4.2).

He6arxani seuia, 1o crocrepirarotscs B namientis 3i CJIAM

Be3neuHicTs OMiHIoBANACS B KOHTPO/Is0BAHOMY OCTiIKkenH] 32 ydacTro 89 mauientis 3 JIAM, 3 axux
81 manient maB CJIAM, a 42 sikyBanucs npenapaToM PanamyH (nus. poamn 5.1). TTo6iuni peaxitii Ha
NiKapChKHil perapart, sKi criocTepiramucs B namientis 3i CJIAM, Bianosizamy BiioMomy npocblmo
Ge3meuHOCTi MpenapaTy 3a NoKa3aHHAM NPO(ITAKTHKY BIXTOPrHEHHA OpraHa B pasi TpaHCIUTaHTallil
HUpOK, 2 TAKOX MOBITOMJIAUTIOCS TIPO 3MEHIIECHHS Bar 3 GUIBIIOIO YaCTOTO BUHHKHEHHS IPH
3acTOCYBaHHI IpenapaTy PanamyH nopisHsHo 3 wane6o (3acto, 9,5 %, 1 gacro, 2,6 %).

TMorigoMieHHs Npo ni/103proBaHi 1106ivHi peakuii

ITosimomnenss mpo mizospiosani noGiuHi peakuii micas peecTpauii JIKapehrKoro 3acoby € BasITHROIO
npotteaypoto. Lle mae smory 3ailicHiosatn GesnepepBHUil MOHITOPHHT CHiBRIIHOLIEHH] KOPHCTI Ta
PU3HKY 3aCTOCYBAHHA nmapcm\oro 3ac00y. MeuuHUX MPaLiBHUKIB NPOCATH MOBIIOMIATH PO Oyae-
AKi Tix03prOBaHi MoGivHI peaKIii 3a ZOMOMOTOIO HalllOHALHOT CHCTEMHU 3BITHOCTI, yxazaHoi

B nomatky V.

4.9 Ilepeno3yBanHst

Hapasi Hakonu4eHust JOCBiA OO [epeno3yBaHEs € MiHiMaNbHEM. B ogHoro [alfieHTa CTaBCs
enizon ¢ibprsil nepesicepan micns npymMaHHx 150 mr nperapary PamamyH. 3aranoM, no6iuni
SBUIIA [EPeN03yBaHHs BiOIIOBiAAIOTh nepem'{eHnM y po3mini 4.8. ¥V Bcix BumanKax TIepe/03y BAHH
cip PO3NOYHHATH 3araJipHi MiITpUMYIodi 3aX0AH. Buxonaau 3 HU3BKOT p03‘{I/IHHOCTl y BOZAi

it BUCOKOrO piBHA 3B’A3yBaHHA Npenapary Pamamys 3 Ginkamu epmpou,mm 1 [IU1a3Mu KpOBl
nepen6adaeThes, Mo mpenapat PanaMyH He mifIaeThes Hianisy B Oyab-akii 3HAYHIN Mipi.

5. G®APMAKOJIOTTYHI BJIACTHUBOCTI
5.1 ®apMakoadHAMIYHI BJacTHBOCTI
dapMakoTepaneBTHYHA Tpymna: iMyHogenpecanTi. ATX xox: LO4AHOL.

CuponiMyc npuraitye akTuBanito T-KIiTHH, CTIPUMUHEHY GUIBLLICTIO CTUMYJIiB, GIIOKYOYH KasbLid-
3AISKHY i KaNbLili-He3aIexKHy nepenaqy BHyTplLLIHBOKJIlTPIHHOI‘O curHaty. JocnimKeHHs MOKa3any,
110 Horo BIUIUB onocepemcoaaﬂnu MeXaHi3MOM, BiAMIHHAM Bif] MeXaHi3My LUKIIOCIOPHHY,
TaKpommycy Ta IHIIMX IMYHOZETIPEecaHTiB. Excnepnmem'ansm [aHi CBiMUaTH Mpo Te, 1O CHPOJMYC
3B’ I3Y€ETHCA 31 CHeuH(bl'-[HHM wuTosonsEnM 6utkom FKPB-12 i mo xommnekc FKPB 12-cuporimyc
NpUrHiuye AKTHBANIIO MillleHi panamiuyHy B Kiituaax ccasuis (mTOR), KiHA3M, KPUTUYHO BaXIMBOI
JUTS PO3BUTKY KITiTHRHOrO mmkty. [Tpuraivenus mTOR npu3BoauTs 10 6710KyBaHHSA MEKITBKOX
creuu$idHUX UUIAXIB mepeaadi curaaty. KiHuesuM pesybTaToM € IPUrHIYeHHT aktuBaii
NiMQOLMTIB, 110 MPU3BOAATE OO IMyHOCYIpecii.
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V TRapus cuponiMyc Mae HpAMuUil BIUIMB Ha akTHBauito T-knitud i B-xiitus, NpUrHiYyoun
iMyHOONIOCEpenkoBani peakiii, Taki K BiATOPrHEHHS alOTPaHCIUIAHTATY.

JIAM xapakTepusyeThcs iH(inBTpanio JereHeBoi TKaHUHH i3 TTaaKOM’ S30BIMU KNITHHAMY, 100
MICTATE {HAKTHBYIOT] MyTallii reHa KoMIUIeKcy TyGepKynbosHoro cxneposy (TSC) (JTAM-kniTHHH).
Brpara ¢ynxnii rena TSC akrusye cursanbaui muax mTOR, mo npuseoauTs 10 KJIITHHHOL
nponideparii Ta BUBiTEHEeHHA NiMbaHrioreHHUX (GakTopiB pOCTY. CuponiMyc IpUTHIGYe
akTrBoBaHui mrsx mTOR i, TakuM unHOM, Ipoidepanito JIAM-KTiTHH.

Kurigiusi noctimxeHng

Hpodhinaxmura eidmopzuenna opeand

IMaujeHTy 3 HU3LKMM i cepensiM iMyHonoriYHUX pusuKoM Gy BUBYEHI B pocnimkedHi pazu 3
3 eJTiMiHAI{] MMKITOCIOPHHY i MiATpUMYI0doi Tepanii npenaparoM PanamyH, AKe BKIIOYa0
TAI[i€HTiB, AKi OTPAMYBAJH ATOTPAHCIUIAHTAT HUPKH Bill JOHOPA TPYITHOT TKAHWHK 260 KMBOTO
HoHopa. KpiM Toro, 610 BKIIOUEHO PEIMMIEHTIB 3 IOBTOPHOFO TPAHCIUIAHTALIIEN0, Y AKUX
TIoTIepe/IHi TPAHCIUIAHTATHY BYKIITH NIPOTATOM He MeHIIe 6 MiCALIB THc/ TpaHCIUTAHTALI].
3acToCYBaHHs UMKIOCIIOPHHY He MPUIMHSIH B NaLii€HTIB 3 eMi30AaMU FOCTPOro BiXTOPrHEHHA
3 crymens 3a Bandd, axi 6yau 3anexHi Bix giarisy, y kux piBeHb KpEeaTWHiHy B CHMPOBATIH
nepesunrysas 400 MkMoIns/1 a6o B Akux Gyia HemocTaTHA GYHKIIS HUPOK, IO HE JaBana
MOMUTHBOCTI IPUITMHUTH 33CTOCYBAHHA LMKIOCTIOpUHY. TTaIlieHTH 3 BECOKHM iMyHONOTTIHMM
PH3MKOM BIDPATH TPAHCILUIAHTATA He Gyiu OLiHEeH] B IOCTaTHil KITBKOCTI B OCTI/DKEHHAX

3 enimizauii HUKTOCIOPHHY i MATPEMYIOdoi Tepanii mpenaparoM PanamyH, i imM He
PEKOMEHIORAHA I CX€Ma JiKyBaHHS.

UYepes 12, 24 Ta 36 Mics1LiiB TOKa3HUKY BHKHBAHHS TPARCIUTAHTATY Ta faliedTis 0y.1H 0IHAKOBUMH
i o6ox rpym. Yepes 48 MicdIliB crocTepiraiacs CTaTHCTHYHO 3HAYYINA Pi3HHLA y BIDKHBaHHI
TPaHCILIAHTATY Ha KOPUCTh TPy IpenapaTy PanaMyH micns enimMiHauil HHKIOCTIOPHHEY MOpiBHAHO

3 IPyMOIo Ipenapary PanaMyH 3 Tepallicio LUKIOCTIOPHHOM (BIJIFOYHO 3 NalicHTaMH, 3B°30K 3
AKHMH 6yB BTpadeHUH JUIT MOAATBIIOrO CIOCTEPEXeHHs, i 6e3 HuX). [IpoTarom nepiomy micna
parnomizanii go 12 micsauis y rpymni eniMiHauii IMKIOCTIOPUHY YacTOTa EPUIOTO A TBEPIKEHOTO
Giomnciero BiaTopruenssa 6yna 3Ha4HO BULIOIO B Py eTiMiHALl MKIOCTIOPUHY MOPIBHSHO 3 [PYIIOO
3 HiZATPUMYIOTOIO Tepartiero uKIocopuHoM (9,8 % mopisusHO 3 4,2 % Bignosiguo). Ilicia nporo
pi3HMII MK IBOMA rpymaMy He OyJia 3Ha4y IO,

Cepess po3paxoBaHa MBAAKICTE KTy6oukoBoi dinsrpanii (ILIK®) uepes 12, 24, 36, 48 1 60 micA1iB
Gyna 3HAYHO BUILOIO B MALICHTIB, AKi OTPHMYBalli npenapat PanamyH micis emimiHaiii
LMKIIOCIOPHHY, HDK Y MAmEHTIB y rpymni JiKyBaHHA npenapatoM PanamyH i3 UMKIOCTIOPUHOM. Ha
MifcTaBi aHAMI3Y AaHAX 3a 36 MicaAmiB i Ginble, AKMIT MOKA3aB 3POCTAIONY PI3HHILO Y BIDKWBaHHI
TPAHCIVIAHTATY # HUPKOBIiH QyHKLIT, 8 TAKOX 3HAYHO HMKYHH apTepianbHUH THCK Y rpymi emiMigamii
LMKITOCTOpUHY, GY/I0 BHPILIEHO NPHTTHHATY yIacTh Y AOC/IKEHHI IPynIH Tepanii mpenapaToM
Panamys i3 umkmocnoputom. Ha 60 Micaus wactoTa 3710KICHHX HOBOYTBOPEHB, HE OB’ A3aHUX 31
HIKiporo, 6yNia SHAYHO BUILE B TPYII, L0 MPOAOBXYBA/IA 3aCTOCYBAHHA HKJIOCTIOPHHY, TOpiBHAHO

3 TPYIIOIO, B AKii 32CTOCYBAHHA LUKIOCIOPUHY Gyio npurmaneHo (8,4 % nopisasHo 3 3,8 %
BinmogimHo). 11]o cTOCY€ETHCA MEiaHHOTO Yacy 10 NEpLIOi [OSBK KAPIMHOMY MIKIPH, BiH 3HATHO
301MBIIUBCS.

BesmeunicTs i ed)eKTUBHICTh Mepexoy 3 iHriGiTopiB KanbIMHEBPUHY Ha npenapar PanaMyH

y MAL{€HTIB 3 HIATPUMYIOUOIO TEpaIli€lo Mic/si TpaHCIUIaHTamil HupkH (6—120 MICs1IiB MCA
TpaHCIIAHTALIT) ONiHIOBaNACS B PAaHIOMi30BaHOMY 6araTOLEHTPOBOMY KOHTPOJIEOBAHOMY
nocnimkenHi, crpatndikopanoMy 3a pospaxyHkoporo IIK® Ha BEXiTHOMY pisHi (2040 m/xB
nopierAHO 3 noxan 40 mn/xe). CyNyTHI iMyHOCYNIpECaNnTH BKIIOYAITH MmikogeHonary ModeTnn,
a3aTIONPHH | KOPTHKOCTEPOiAK. BKIIOYEHHS B rpymy NALIE€HTIB 3 BUXIIHOIO PO3PaXOBAHOIO HIK®
Himk4e 40 Mi/xB 6yJI0 MPUNHHEHO Tepe3 AUCOaNaHC ABHIN 6esnexu (quB. po3ain 4.8).
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V rpymi manienTis 3 BuxigHO0 po3paxosanoro 1K@ sumre 40 Mi/XB GyHKUIs HIPOK Y LlIoMy He
nokpauacs. Yacrtora rocTporo BilTOPTrHEHHS, BTPATH TPaHCINIAHTATY Ta JIeTAIBHHUX HACITiIKiB
6y7a onHakoBoro uepes 1 i 2 poxn. [To6iuni peakuii, 100 BUHMKAIA Oif Yac AiKyBaHHA, yacriwe
CIOCTEPIraycs MPOTATOM MEePIIHX 6 MiCANIB MC/IA IepeXoly Ha 3aCTOCYBaHHA NpenapaTy Panamys.
V rpymi 3 BuxinHoto pospaxopasoro [LIK® sume 40 MII/XB cepenHe i MeliarHe CITiBRITHOMEHHS
6inka B ceui i kpeaTuHiHy 6yJIH 3HAYHO BUIIE B IPYII NEPeXoy Ha mpenapar PamamyH MTOPiBHAHO

3 IIaIi€HTaMy B Py IPOIOBKEHHS 3aCTOCYBAaHHS IHriGITOpiB KalbIMHEBpHUHY Yepes 24 Micsui (auB.
poszin 4.4). Takoxk 6yJO 3apeecTpoBaHO Nepile BUHHKHEHHA Hedpo3y (HebpoTHnuit CHHAPOM)
(nuB. po3zin 4.8).

Yepes 2 POKH YacTOTa HEMETAHOMHMX 3/I0SKICHUX HOBOYTBOPEHb LIKIpU GyIa 3HAYHO HIDKHOIO

B IPyII, II0 IepefinuTa Ha Ipenapat PanaMyH, HOPIBHSHO 3 FPYIIO0, B SKi# MAIEHTH MPOIOBXKY BATH
Tepamito irri6iTopamu kamenuHeBpury (1,8 % 16,9 %). V miArpymi qocsimKy BaHux TIAL€EHTIB

3 BuxigHOo HIK® Buime 40 My1/XB | HOpMATHHOIO eKcKperiero Gilka B cedi pospaxynkosa IIIKD
6yna BUOM yepe3 1 i 2 pokM B MAi€HTIB, AKi NepeliUTH Ha npenapaT PanaMyH, HiK 17
BiILIOBiAHOT Mi/ITpyIM MALIEHTIB, AKi IPOOBKYBaJIX JIiKyBaHHA iHMi6iTOPOM KaJIbLITHEBPUHY .
YacToTa rocTpOro BiITOPTHEHHS, BTPATH TPAHCILUTAHTATA # JIeTAIBHAX HACIIAKIB 6y/1a CX0X010, e
eKCKpelist 6inka B ceqi Gyia 361nbITena B rpymi JiKyBaHHA IpenapaToM Panamys Li€i miArpym.

He criocTepiranocs 6y as-aKoi 3HaTymoi pisHul y QyHKIii HEpOK Jepe3 2 pOKH Iif Jac BiIKpUTOTO
PaHIOMI30BaHOTO MOPiBHAIFHOTO GaraTONEHTPOROIO JOCTIKEHHS 32 YHaCTIO THAieHTiB Mt
TPaHCIUIAHTALIl HUPKH, AKi a0 MepexOIyIH i3 3aCTOCYBaHHA TAKPOJIIMYCY Ha 3aCTOCYBaHHA
CHpOJIiMycy uepes 3—5 Micsiis micns TpascIUIaHTallii, 200 IPONOBXKYBAIH 3aCTOCOBYBATH
Takposimyc. Byno 6inpime no6Giurux peakuiit (99,2 % nopisaano 3 91,1 %, p = 0,002*) i Gieime
BHITANKIB NPUIIMHEHHA JiKyBaHHA 9epe3 no6iuni peakuii (26,7 % mopisssauo 3 4,1 %, p < 0,001%)

y Ty, 1Mo fepeiiimia Ha CHPOJIMYC, MOPIBHAHO 3 [PYIION0, AKa MpuitMana TakportiMyc. Hactota
niaTBepmKeHoro Giomcieo rocrporo BinTopruenna 6yna suine (p = 0,020*) y nauientis y rpymi
cuponimycy (11, 8,4 %) IOpiBHAHO 3 IPyTorO TakpoiiMycy (2, 1,6 %) mpotaroM 2 pokis; GinpImicTh
BIATOPrHEHb MaJIO JIETKHii cTy ik TsvkxocTi (8 3 9 (89 %) IIBI'B, omocepe/koBane T-kiiTHHAMHY, 2
34 (50 %) [1BI'B, omocepeikopaHe aHTHTIIAMH) y TPyTH cupoitiMycy. [Tauient, y AKHX Oyno sk
OOCEpeaKOBaKe AHTUTLIAMHU BiATOPTHEHHS, TAK i Onocepe/ikoBate T-KIiTHHAMH BiATOPTHEHHA M
yac ofHiel i Tiei camol GiOICii, BpaxoByBaiCsA OMUH a3 AUl KOXKHoi kareropii. Y 6inbLocti
Nai€HTIB, AKi MepeMIIN Ha CHPONiMYC, BIEpLIe PO3BUHYBCA IyKPOBHH NiabeT, AKI BU3HAYAETECA
sax 30 aHiB 260 6iTbIIe mOCTiNHOrO ab0 He MeHnIe 25 AHiB Ge3nepepBHOro (6€3 Nepepsn)
BUKOPUCTAHHA Gy b-1KOro NpOoTUAiabeTMYHOro iKyBaHH NiC/la PaHAOMisaLLi, PiBeHb [TIIOKO3U
HaTIeceple > 126 Mr/mn abo piBeHs MMOKO3H He HaTinecepue > 200 M/t micns paHgomizamii
(18,3 % ropiBHAHO 3 5,6 %, p = 0,025*). Himk9a qacToTa IMITOCKOKTITHRHOTO PaKy MIKipH
crocrepiranacs B rpymi cuposimycy (0 % nopisaHo 3 4,9 %). * IIpumMitka: p-3Ha4eHHA HE
KOHTPOJIOIOTECS I 6araTopa3oBUX MOPIBHIHE.

Y [ABOX 6araTONEHTPOBUX KIIHIYHIUX KOCTIHKEHHAX NAiEHTH MiCIL TpascIUIaHTaLii HIpKu de novo,
AKi OTPUMYBaIH CHpPOTIMYC, MikodeHonaty ModeTwt (MM®), KopTUKOCTEPOiNH Ta AHTAroHIiCT
penernropa intepneikiny 2 (IJI-2), May 3Ha4HO BHUIi OKa3HUKH TOCTPOTO BIATOPTHEHHS Ta 6inpi
BUCOKHMIA piBeHb CMEPTHOCTI ITOPiBHAHO 3 ALIEHTAMH, SKi OTPHMYBATH iHTiGITOP KaNbLUMHEBPHHY,
MM®, KOpPTHKOCTEPOIAM Ta aHTaroHicT perernrtopa UJI-2 (nus. po3nin 4.4). OyHKUA HUPOK Oyna
KPAIOIO B IPyax JIiKyBaHHS CHpONiMycoM de novo 6e3 inriGiTopy xanbuusespuHy. B oxnomy

3 MOCII/KEHs BUKOPHCTOBYBAIIACS CKOPOYEHa CXeMa JI03YBaHHA NaKiizyMaly.

ITix 4ac paHZOMi30BaHOrO MOPiBHATBHOIO OLHIOBAHHS 3aCTOCYBaHHA paMinpuiy i wranebo A
npodinakTHKH NpOTEIHyYPil ¥ NalieHTIB 3 TPAHCIUIAHTATOM HUPKH, TIEPEBEICHHUX 3 inribiTopis
KaJIbIUHEBPHUHY Ha CHPOIMYC, CocTepiranacs pisHuus B kimskocti nadienTis 3 [TBI'B mpoTsarom
52 Toxmis (13 (9,5 %) nopiswsso 3 5 (3,2 %) Biomosinwno; p = 0,073). ¥ [aniexTiB, AKi oYM
sikyBanHs paminpunom 10 Mr, wactora [IBI'B Gysa Buwmoro (15 %) MOPIBHAHO 3 NALli€HTaMy, AKi
TMOYANH JTiKyBaHHs paminpuiaoM 5 Mr (5 %). BUiblicTh BiATOPrHEHs BinGynacs MPOTATOM MEPLIMK
IIECTH MicAIiB mCns mepexomy i Gyma Jerkoro CTYTeHIO TSDKKOCTI; PO BTPATy TPAHCITAHTATY Joibit
qac JOCTmKeHHA He MoBinoMIsiiocs (JIuB. po3aii 4.4).
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Hayieumu 3i cnopaduunus ningbanzionetiomionamosom (CIIAM)

T[IpoTaroM paHaOMi30BaHOTO MOABIHHOrO CIIMOro 6araToNEHTPOBOrO KOHTPOILOBAHOTO
JOCIIKEH S POBOIFIIH ONiHIOBAHHSA Ge3MEeYHOCT] i eeKTHBHOCTI MpenapaTy PamaMyH o0
nixysanas CJIAM. ¥V nsoMy HOCHiDKeHH] OpiBHIOBATA Ipenapar PanamMyH (m03y OOBEEHO IO

5-15 ur/mir) 3 IWIane60 TpoTAroM 12-MiCsSIHOTO Tepioy JKYBaHHS 3 TIOAAILIHM 12-mica4HIM
TEPMIHOM IICIIA CIIOCTEPEKEHHSA 32 NALiEHTAaMH 3 TSC-JIAM a6o CJIAM. Bicimnecar nes’ats (89)
nanienTis 6yno BkmodeHo B 13 nocnizaumpkux nentpax y CILA, Kanagi ta Amosii, 3 4KMX

81 manient mas CJIAM; i3 mux mauienTir 3i CJIAM 39 6yio paHIoMi30BaHO Wis OTPUMAHHA
Twiane6o i 42 — juia oTpuMaHHs npenapaty Panamys. Kimo4oBuMu KpHTEPIAMHY BKITIOUEHH Oy
oGesr GopcoBAHOTo BHIMXY IMicis NpuitManka GpoHXonMnaTaTopy 3a 1 cexyHiy (O®B1) <70 % Big
IPOTHO30BAHOTO IIi/{ 9aC Bi3UTY Ha BUXinHOMY piBHi. Cepelt maujieHTiB 3i CJIAM BrmoYeHi HALiEHTH
MaJTi [IOMIpHO 3aMylIeHe 33XBOPIOBAHHS JiereHiB 3 BuxiguuM OPB1 49,2+ 13,6 %

(cepenHe + cTaHAAPTHE BiTXWIEHHT) Bl IPOTHO30BAHOIO 3HAUCHH. 1IepBUHHOIO KiHIIEBOIO TOIKOIO
6yna pisHuI MBUAKOCTI 3MiH (Haxwry) 3a O®B1. ITpoTirom mepiofTy JIiKyBaHHA B NMAIli€HTIB

3i CJIAM cepengiit maxwt O®B1 + CB cranosus —12 & 2 MiI Ha MicAlBb y rpyni miane6o i 0,3 £2 M
Ha MicsiIlp y TpyI npenapary PamamyH (p < 0,001). AGcomoTHa pisHULA MiX rpyTiaMu L1010
cepeauporo nokasuuka 3ming OB npotiarom nepiody JiKyBaHHA CTaHOBHIIA 152 mi, abo
npubiusHo 11 % cepenrbroro O@B1 Ha MOMEHT BKIFOUECHHA 110 IOCIIIKEHHA.

IopiBHAHO 3 IPYIO IUIANE60 B Py CHPOIIMYCy CIOCTEpIranocs [IOJTIIIIEHHs TOPIBHAHO

3 BUXIIHAM piBHeM 10 12 MicALiB 32 MOKA3HUKaMH (GOPCOBAHOT KHTTEBOT emuocTi neresib (—12 £ 3
nopisHAHO 3 7 + 3 M1 Ha MicAup BianosiaHo, p < 0,001), BMicTy (akTopy pocTy engoTenito cyaus D
y cuposarui (VEGF-D; —8,6 + 15,2 nopisrano 3 85,3 + 14,2 0r/MJI Ha MicALb BIIIOBIAHO,

p < 0,001) it ontiHrOBaHHSA AKOCTI KUTTA (Bi3yasbHA aHAJIOrOBA KA — skicts xurta (VAS-QOL):
—0,3 + 0,2 nopierAHo 3 0,4 = 0,2 Ha MicsAus BignoriaHo, p = 0,022) i QyHKIIOHANEHIX
xapaktepucTuk (0,009 + 0,005 nopisuano 3 0,004 = 0,004 na Micams Binosinso, p = 0,044)

y nanienTiB 31 CJIAM. 3HauHMX BiAMiHHOCTEH MiX IpynaMy B 1EOMY igTepsani B 3MiHi
GYHKITIOHATBHOT 3aTMIKOBOT €MHOCTI, MUCTaHWil 6-XBIITHEHOI Xomp0n, nudysiiinoi 31aTHOCTi
JIereHpb 0 MOHOOKCHIY BYIIELO abo NOKasHuKa 3aTalbHOrO CaMOIIOYTTA B narientis 31 CJIAM ne
6yno.

[MonyiAlis NaUiEHTIB AHTAY0r0 BiKY

OuiHOBaHHA IpenapaTy PamaMyH NpOBOAMIM MPOTATOM 36-MiCA1HOTO KOHTPO/IEOBAHOTO KJTIHIYHOTO
JOCTiMKeHHA 32 Y4aCTIO MalieHTiB MoouIe 18 POKiB micyis TPaHCIUIAHTALI] HUPKY 3 BUICOKIM
IMYHOJIOTI4HHM PH3HKOM, KMl BUSHAYA€ETHCA AK HAABHICTD B aHAMHE31 OQHOTO 260 meKIBKOX
€Mi30/iB rOCTPOro BiATOPTHEHHS ATOTPAHCILTAHTATY il (260) HASBHOCTI MiATBEPIKEHOIO 32
[OTIOMOT OO GiOMCii HUPKH XPOHIYHOW TpaHcIUIaHTaliiHOIO HepponaTii. [NanienTn oBHHHI Gy ITH
oTpuMyBaTi npenapat PanamyH (Lik0BI KOHIEHTpALl CHPOIIMYCY Bin 5 o 15 Hr/mi) y noexHaHH
3 inriGiTopoM KanbUMHEBPHHY ¥ KOPTHKOCTEPOinaMu a00 OTpHMYBATH iMyHOCYTpecilo Ha OCHOBI
inriGiTopa KanelmMHEBpHHY Ge3 mpenapaTy PanamyH. ['pyna npenapaty PanamyH He 3mornia
NPOZIeMOHCTPYBATH IEPEBAry HaJi KOHTPOIBHOKO IPYIIOK0 3 TOYKH 30py NEpLIOi OABH
niATBEpHKEHOro Gioncielo rocTPoro BiATOPTHEHHs, BTpAaTH TPAHCIVIAHTATA abo JeTaNbpHuX
HacigkiB. Y KoxHii rpymi 6yJI0 3ape€CTPOBAHO [10 OOHOMY JNETalbHOMY BUNANKY. 3acTocyBaHHA
npemapaTy PanamyH y komOiHanii 3 iHTi6iTopamMu KanblHHEBPUHY Ta KOPTHKOCTEPOiTaMu
CYTIPOBOIKYBAJIOCS ITiIBUIIEHUM PU3UKOM TOTipIUICHHA ¢yHKIIT HIPOK, MOPYLICHHAM PiBHA JTTAgiB
y CHpOBATIli KpoBi (30KpeMa ITiABUIIEHUM PiBHEM TPUTIUEPUIIR i 3arayIBHOTO XOJNECTEPHHY

B CHpOBATLI KpoBi) Ta iHEKUiAMA CEHOBUBIIHUX 1LIIXIB (AKB. po3min 4.8).

HenpuitnaTHo Brcoka uactoTa [TTJIC Gyna BinsHaueHa B KIIHITHOMY HOCITPKEH ] TpaHCnIaHTauil
cepeji MAL€HTIB AUTAIOrO BiKY, KOJIH JTAM i MiANITKaM BBOIIM [OBHY [03y Npernapary Panamyn
Ha JOJATOK O MOBHMX /03 IHri6iTOpiB KATbLUUHEBPHHY 3 6a3uilikcuMaboM i KOpPTUKOCTEpOinaMu
(nuB. po3gin 4.8).
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V peTpocrexTMBHOMY OrfANI BeHookmosiinol xsopodu (BOX) [evinKy B IIALIEHTIB, AKI Nepenecin
Mi€10abNaTHBHy TPaHCIIIAHTALLIO CTOBOYPOBUX KIITHH 3 BUKOPHCTAHHAM uuknodochamigy

#i TOTaIBEHOTO OIPOMiHEHH s TiNa, y MAIIEHTIB, AKi OTPHMYyBany npenapar PamamyH, criocTepirany
migeumeHy yacrory BOX medinku, 0coGIHBO 33 YMOBH O/{HOYACHOTO 3aCTOCYBAHHS METOTPEKCATY .

5.2 MdapmakokiHeTHKA

Binbuy gacTuHy 3aranbHoi irdopmauii mono GapMaKoKiHeTHKE Gy/I0 OTPHMAHO 3 BUKOPUCTAHHAM
pO3UMHY TipenapaTy PanaMyH UL IEPOPATBHOTO 3aCTOCYBAHHA, 11 indopmManis KOPOTKO BHKIAICHA
Ha To4aTKy posaity. [udopmariis, ska Ge3nocepeJHEO CTOCYETHCA Jikapcekoi dhopmu TabIeToK,
KOHKPETHO y3araibHeHa B po3zaini « TabneTka i mepopasbHOro 3acToCy BaHHmD) .

Posunn TEPOPankHOro 3acTOCYBAHHA

Ticna npuiMaEHs po3UMHY Ipenaparty ParmamyH [yl IepopanbHOro 3aCTOCY BAHHA cUpOIiMyC
IIBHIKO BCMOKTYEThCS, 32 TAKOT YMOBH 9ac JOCATHEHHSA MaKCHMAbHOL KOHIIeHTpAIlil CTAaHOBUTh

1 roAMHY B 3I0pOBHX HOGPOBOIBLIB, AKi OTPUMYIOTE Pa30Bi 4034, 1 2 TONMHHU B MALi€HTIB 31
CTAGIMEHIMHI HIPKOBAMHY aTOTPAHCTITAHTATAMA, SIKi OTPUMYIOT IeKI/IbKa 103, CucreMHa
MOCTYIHICTE CHPOAIMYCY B IOEIHAHHI 3 OTHOYACHO NPUITHATHM UMKIOCTIOPHHOM (CarmimyH)
cTaHOBUTH MpubnusHo 14 %. ITig yac MOBTOPHOTO 3aCTOCYBAHHI CCPeNIHA KOHUEHTPALlS CHPOITiMyCY
B KpOBi 36UIBIIy€TECA IPUGIH3HO BTPUTI. KinueBuii mepiof HamiBBUBEASHHA B fIaITi€HTIB 31
CTaGiNbHEM TPAHCTUIAHTATOM HHPKH HiCIIss HpUitMaHHs 6araTopasoBux NepopanbHUX 103 CKlaB

62 + 16 rogun. OnHak eeKTUBHMIA NePio/l HAIBBHBEICHHS KOPOTUIHH, | cepeani piBHOBAXKHI
KOHIIEHTpaii 6y DoCATHyTi Yepes 5—7 MHIB. BinHoweHHs kposi o wiazmu (K/IT) 36 Bxasye Ha T¢,
IO CHPOJTIMYC IIMPOKO POIMOMILIETECA Y GopMeHi eneMeHTH KpOBI.

CuporiMyc € cyGcTpaToM sk Uit nuToxpomy P450 TIIA4 (CYP3A4), tax i qist P-rikonpoteiny.
CuponiMyc inTeHcnBHO MeTabonisyeThes gepes O-eMeTHmoOBaHEs i (a60) rigpoxcumopanta. CiM
OCHOBHHX MeTaGOIITiB, 30KpeMa TiIPOKCIIILOBAHHI, eMETHIB0BaHMH 1 riApOKCHISMETHIILOBAHMUI,
imenTudikyoThCa B IUTBHIN KpoRi. CHPOITIMYC € OCHOBHMM KOMITOHEHTOM Y LUTBHIN KPOBI JIFOTHHK
# BinmoBinae 3a 6item Hixk 90 % iMyHocympeciBHOI akTHBHOCTI. ITic/Is1 0OXHOPa30BOro npuiiMaHHAa
cupomniMycy (1*C) kniHiYHO 3A0pPOBHME KOOPOBONBIAMM Ginpma gactuna (91,1 %) pagioakTUBHOCTI
BUBOIMTECA 3 KANOM, i JIMIIe He3HAYHA KiBKICTS (2,2 %) BUBOAUTECA i3 CEUEIO.

KinekicTs naniedTis cTapme 65 pokiB y KIiHiYHAX AOCIIDKEHHAX IIpenapary PamamyH He Oyna
[OCTATHEOKO, 11106 OLIHUTH Pi3HHLIO y BIANOBINi Nalli€HTiB uiel BIKOBOT IpyTH T2 MOJIOALIHX
pauienTis. Jlani moao 3aMHmKosol KOHUEHTpaLi cuposimycy 8 35 MATieHTIB MicHs TPaHCIUIAHTAIT
HUPKH Y Billi crapire 65 poxis Gy/H MoAiGHAMMU K0 HAHUX Y AOPOCITOL rpyTH (n=822) Big 18 mo

65 pokiB.

V Maui€eHTiB QUTAYOrO BiKy, AKi nepeCyBaroTh Ha Jiatisi (3HIKECHHA LIBUAKOCTI KIy6O04KOBOI
dinsTpawii Ha 30-50 %), y BikoBoMy AiamnasoHi Bix 5 g0 11 pokis iBig 12 mo 18 poxkis, cepente
HOpMaJTizoBaHe 3a Macoro Tina 3HaueHHA CL/F Gyno Gineie B niTei MOJIOJIIIOTO BiKy

(580 Mur/rop/kr), HbK Y AiTelt crapinoro Biky (450 M/TOR/KT), OPIBHAHO 3 AOPOCIMMH maLieHTaMu
(287 mi/rog/kr). BinMiHHOCTI MK JIFOAbMH Y BIKOBMX IPymax Oy/u 3HAYHUMHE.

KoHIeHTpalis cuponiMycy BUMIPIOBANIAcs B IOC/TIKEHHAX 3 KOHTPOJILOBAHOKO KOHIIEHTPALIEI0

B MALIEHTIB AUTIYOTO BiKY, AKi TepeHECTH TPAHCIUTAHTAIIII0 HUPKH, AK1 TAKOX OTPHMYBAIH
LMKITOCTIOPHH 1 KopTHKocTepoiny. L{insoBuil TOKA3HUK 3aIMLIKOBOL KOHLIEHTpallil CTAHOBUB
1020 Hr/mi. V pissoBakHOMy cTasi 8 itel y siui 6-11 pokis oTpumyBanH cepenni = CB nosm
1,75 = 0,71 mr/noby (0,064 = 0,018 mr/kr, 1,65 = 0,43 Mr/m?), a 14 mignitkis y siui 12-18 pokis
otpumysanu cepenni = CB nosn 2,79 + 1,25 mr/noby (0,053 + 0,0150 mr/xr, 1,86 £ 0,61 Mr/m2).
V MOUOMUKK JiTeil Gyio GLILI BCOKe HopManizoraHe 3a Baroio 3Havens CL/F (214 MILTOA/KT)
nopiBHsHO 3 mipmiTkamu (136 mi/rom/kr). Li AaHi HOKa3yIOTh, MO AN NOCATHEHHA aHAJTOTIYHIX
LIMBOBHX KOHUEHTpALIiH JiTAM MOIOALIOro BiKy MOXYTh 3HAZOOHTHCA OUIBII BICOKI 003U

3 [IOTNPABKOIO Ha MaCy Tina, Hix mianitkam i nopocnum. OaHak po3po6Ka TaKHX CHELiaIbHAX
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peKOMEHIALI} MO0 O3YBaHHS TS JiTel BuMarae GUIBIIO] KiNBKOCTI JaHUX JUIA OCTATOTHOTO
HiATBEPOKEHHA.

V marieHTiB 3 MOpyIeHHAM QyHKIT IEYiHKH JIETKOro Ta CePeaHbOro CTYHeH: TskKocTi (A ab6o B 3a
wiacupixaniero Yaitnaa — [1'10) cepenni suauenns AUC i tyz cupomimycy 6y 36inbmreHi Ha 61 %
143 % pinnosinHo, a saagenssi CL/F 3Husmwiocs Ha 33 % NOPIiBHAHO 3 HOPMaJIbHUMH 310pOBUMH
HOGPOROMBLAMY. V MANI€HTIB 3 OPYIIEHHAM (GYHKIN] ME4iHKH THHKKOTO CTYTIEHT tsoxkocri (C 3a
xacupikaniero Yaitnaa — [1’1o0) cepeni snadenns AUC i tiz cuponimycy Gy 36inbiueni Ha 210 %
i 170 % sigmosinuo, a sgavenssa CL/F 3Hu3mmocs Ha 67 % NOPiBHAHO 3 HOPMaJIFHUMU 310POBUMHI
no6posonsuamy. Tpupamimit nepios HaniBBUBEEHHS, 1O CIOCTEPIra€ThC B MALi€HTIR i3
TOpYLICHHAM (GYHKIIT ITeUiHKH, 3aTpUMY€ JOCATHEHHS PIBHOBKHOTO CTaHY.

DapmakokineTnyni/bapMakonHHAMIYHI 32/1€KHOCTI

dapMaKoKiHETHKa CHpOJIiMyCy Gyi1a MofiGHOIO B Pi3HIX HOMyJIALiAX, BOGHOTac QYHKLIS HUPOK
BapifoBana BiJ HOpMaIBHOI 10 BiNCyTHROI (MAlli€HTH Ha Aiastisi).

Tabnerka Juig NepopaibLHOTO 3ACTOCYBAHHA

Ta6netka 0,5 MT He € DOBHicTIO 6ioekBiBaieHTHOO TabneTkaM 1 Mr, 2 Mri 5 Mry pazi mopiBHAHHA
Crax. OTKe, TabieTky 10 0,5 MT' B €KBiBaJEHTH# KiJIbKOCT] He IIOBMHHI BUKOPYCTOBYBAaTHCs 3aMICTb
Ta0JIETOK IHIOro A03YBaHHI.

V 310pOBHX NOGPOBOJIBLIB CEPENHs CTYIHB Gi0OCTYITHOCTI CHPOIIMYCY micns BBEACHHA
OHOpPa30B0i 1031 TabneTosaHol Nikapeskoi Gopmu npubnusHo Ha 27 %, BuMIliE IIOPIBHAHO

3 PO3YMHOM JUIS TIEpOpAiIEHOro 3acTocyBatHs. Cepente 3Ha9eHHA Comax 3HU3UIIOCA Ha 35 %,

a CepellHE SHAYEHHS tmax 36inbIIIIOCH Ha 82 %. PisHULA B 6i0ZOCTYTHOCTI Gy/a MEHII TTOMITHOIO it
4aC PiBHOBAKHOrO BEEOEHHA PEUHUNICHTAM HUPKOBOIO TPAHCILUIAHTATS, & TepanesTH HA
eKBiBAIEHTHICTH Oy/1a ITPOJIEMOHCTPOBAHA B PAHAOMI30BaHOMY nocimxeHHi cepe 477 marieHTis. 3a
YMOBH II€pEBENECHHS MALEHTIB 3 PO3YHHY i NEPOPATIBHOr0 3aCTOCYBaHHA Ha TabNIeTKH

PEKOMEH/Ty €TECA BBOJIMTH Ty % 103y 1 NEPEBIpATH 3aJIUIIKOBY KOHLIEHTPAILIIO CHPOITIMYCY Uepe3

1—2 TioKHI, 1006 NEePEeKOHATHCS, 110 BOHA 3a/IHIIAETECA B PEKOMEHI0BAHHX IUTBOBHX A1ana3’oHax.
Kpim Toro, 3a ymMoBu nepeBefeHHs 3 TabneTok ofHiel KOHIEHTpauii Ha TaGreTkH iHmo1 KOHLIEHTpaIl
PEKOMEH/TY€ThCA MepeBipKa 3aMMIIKOBUX KOHIEHTPALIH.

Y 24 3n0poBux A06POROIBIIIB, AKi OTPUMyBaIM TaGNETKH Npenapaty PanamyH 3 DKEIO 3 BUCOKAM
BMiCTOM 3HpiB, BenWIHHH Cmax, tmax 1 AUC TIpOIEMOHCTPYBANH 30ieledns Ha 65 %, 32 %123 %
Biznosizno. {06 3BecTu 10 MiHiMyMy BapiaGenbHicTh, TabneTxu npenapary PanamyH crig
npuiiMary moctiitHo a6o 3 biero, 260 Ge3 Hei. I'pefindpyToBuid Cik BIUINBAE HA MeTtabomism,
onocepenkopanuit CYP3A4, ToMy cllif yHUKATH HOTO BXKHUBAHBA.

KomnleHTpalii cuponiMycy micyis npuiiMaHHs TabJeTok npenapary Panamys (5 mr) 3mO0poBIMU
I0GPOBONBLIME Y BUIJISIAI Pa3OBUX HO3 € MpOROpUiHAMY 1031 Bif 5 110 40 wmr.

KinsKicTh namjientis crapire 65 pokiB y KNiHIYHEX NOCHIDKEHHAX npenapary PamamyH He 6yna
JIOCTAaTHBOIO, LHOG OLHUTH Pi3HUIIO Y BIAMOBIi Mani€eHTIB i€l BIKOBOL MPyMK Ta MOJOAIINX
nauiedTie. PesynnTary 3acTocyBanHs TaGneTok npenapary Panamyn y 12 nauieHTiB

3 TPAHCILUTAHTATOM HHPKH cTapiue 65 pokis 6yiu MOOiGHI 10 pe3yNBTaTiB y AOPOCIHX aui€HTiB
(n=167) y Bini Bix 18 mo 65 poxkis.

Hovamkosa mepanis (610 2 0o 3 micsyie nicas mpancraanmayii). Y GiBIIOCT] HAMIEHTIB, AKi
OTPHMYIOTE Tab/IeTKH npenapaty PanaMyH 3 HaBaHTaXyBaIbHOLO 103010 6 MT 3 TIOAANELIOKD
[I0YaTKOBOIO MiATPHMYIOHOIO K03010 2 MT, 3a/IHIIKOBI KOHIUEHTpauii CcHpOITiMYyCY B LLisBHIl KPOBI
LIBHKO JOCATAIOTE PiBHOBKHUX 3HAY€Hb Y PeKOMEHI0BAHOMY LIJIBOBOMY nianazoHi (Bix 4 no
12 Hr/mn, xpomaTorpadiunuii ananis). dapmakokiHeTMYH] napamMeTpu cuponiMycy nicna no6osux
103 TabneTok npenapaTy PanamyH 2 Mr, 0 BBOAATECA B kKoMOidauii 3 MiKpoeMyTbCiEr0
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MKIOCTOpHHY (32 4 TOMUHY 10 TaGlIeTOK NpenapaTy PanamyH) | KOpTUKOCTEpOiNaMu Y 13 mamientis
3 TpaHCIUIAHTAL€:0 HUPKH, Ha MMi/ICTaBi AaHuX, 3i6panux depes 1 1 3 micsui IicIis TpaHCIUTaHTalil,
6ymu TakuMu: Cinss 7,39 * 2,18 HI/MIT; Crmaxss 15,0 £ 4,9 HI/MIT; trmax ss 3,46 + 2,40 rom; AUC. s

230 + 67 ur-rop/mur; CL/F/WT, 139 £ 63 mi/rog/kr (napaMeTpH po3paxoBaHi 3a pe3yIbTaTaMu
anasizy PX-MC/MC). BinnoBinHi pe3ynbTaTH I pO3YHHY AJLT IEPOPAIBHOrO 32CTOCYBaHHA B TOMY
XK KITiHi9HOMY HocTikeHHI: Cainss 5,40 £ 2,50 HI/MIL, Craxss 14,4 + 5,3 HT/MIT, tmaxss 2,12 + 0,84 rog,
AUC, i 194 + 78 mr-roa/mi, CL/F/W 173 + 50 m/ron/kr. KonuenTpaiyi cuponiMycy B IiTBHIH
KpoBi, BumipsHi 3a morromororo PX/MC/MC, nocToBipHO KOpERoBaIH (?=0,85)3 AUC, 5.

3a IaHAMHE CIIOCTEPEKEHH 32 BCIMa Nalli€HTaMy B TIEPioJl CyIyTHBOI Tepartii (UKIOCTIOPHHOM,
cepensi (10-i1, 90- MPOLEHTIIE) 3ATMUIKOBI (BUPAXKAETECA Y BATJISL 3HAYEHB, OTPHMAHUX METOAOM
XpoMatorpadigHOro aHaisy) 3Ha9eHHA i J060Bi Ko3u ckIamy 8,6 + 3,0 Hr/mi (Bin 5,0 no 13 Hr/Mi)
12,1+0,70 mr (Bixg 1,5 mo 2,7 Mr) BixnoBinzo (OuB. po3ain 4.2).

Hidompumyroua mepanis. 3 3 1o 12 Micsup Mic/L1 NPANMHEHHA NPUAMAHHA IMKIOCIOPUHY cepepHi
(10-i, 90-i1 MPOLEHTIUTE) 3ATHIIKOBI SHAUEHHA (BUpaXeHi y BUIJIA/1 3Ha4eHb, OTPUMAHBNX METOLOM
xpomarorpadiuHoro aHaisy) i 10608i go3u crasopmm 19 £ 4,1 ur/ma (sig 14 1o 24 ur/mn) i

8,2 + 4,2 mr (8ix 3,6 mo 13,6 Mr) BignosigHo (uB. po3nin 4.2). OTxe, no3a cupolimMycy 6yna
NpUGIH3HO B 4 pasH BHINIOK, 06 BpaxXyBaTH SK BiACYTHICTH hapMaKkOKiHETUIHOT B3aemopii i3
LMKIIOCTIOpMHOM (2-KpaTHe 3GLIBLICHHS), TaK i IOCHIEHy IIOTpe6y B iMyHOZenpecaHTi 32
BIICYTHOCTi IMKIOCIOpPHHY (2-KpaTHe 301IbIIEHH).

Jlimdanrioneiiomiomaros (JIAM)

V wiiniuHOMy HOCHiTKeHH 3a yuacTio namieHTis 3 JIAM MezianHa 3aHIIKOBa KOHLIEHTPAIlis
cHpoNiMyCy B IiNbHIiM KpoBi qepes 3 TIKHI 3aCTOCYBaHHSA TabIeTOK CHPOIIMYCY B no3i 2 mr/moby
cTaHOBWNIa 6,8 HI/MIT (MIXKKBApTIWIbHHI Aiana3oH Big 4,6 mo 9,0 ur/mi; n=37). ¥ pasi KOHTPOJIO
KOHIIeHTpanil (IUTb0B1 KoHueHTpauii Bia 5 no 15 Hr/mn) meniaxHa KOHIIEHTpaIlisd CHpOJIiMyCy B KiHLi
12 micanis nikysaHHA cTaHOBUIIA 6,8 HI/MIT (MIXKKBADTU/IbHUH miamaszoH Bia 5,9 o 8,9 Hr/mi;
n=37).

5.3 Hokniniuni 1aHi 3 6e3medHoCcTi Mpenapary

[To6iuni peakiii, o He CHOCTEpPiraIucs B K HIYHUX JOCTIIPKEHHSX, ajle CITOCTEpIirayucs y TBapUH
33 YMOBH PiBHiB BIUTUBY, CXOXHUX 3 PIBHAMH IJTiIHIYHOTO BIUIUBY i, MOXIIMBO, MAIOTh BiHOLUEHHS 10
KITIHIYHOrO 3acTOCY BaHH, GY/H TaKMMHU: BaKyoJi3allis OCTIiBIEBUX KIITHH HiALUTYHKOBOI 3a1034,
JereHepaLis KaHanibliB A€UKa, BUPA3Ky LILTy HKOBO-KUINKOBOTO TPAKTY, EPENOMH KICTOK i Mo3o1i,
KPOBOTROpEHHA B fedinn] if docdoniniaos 1erexs.

CuponiMyc He NpOSIBMB MyTareHHy Jifo B aHaJi3i GakTepiansHOl 3BOPOTHOT MyTawii in Vitro, aHami3ax
XPOMOCOMHMX aGepalliif KIiTHH A€YHUKIB KNTAACHKOro XOM’AKa, aHai3i MyTauii KITHH JiMpoMu
MuLui a6o MikposgepHOMY aHali3i in vivo.

JlocimKeHH s KaHIIEPOTeHHOCT, PpOBe/ieHi Ha MHIIAX i IIypax, OKa3aJly IiABMILCHY
3aXBOPIOBAHICTE Ha TiMdoMu (camui ¥ caMuLli MuILeH), TeNaTOLEIONAPHY aIeHOMY # xapIUHOMY
(cam1ii Mumeit) i rpaHynouMTapHHUii neiiko3 (camuni MuLuei). Bigomo, 10 MOXYTh BUHUKATH
30AKiCHI HOBOYTROPEHHA (TiM(boMa), BTOPHMHHI IO BiTHOIIEHHIO 10 XPOHIYHOTO 3aCTOCY BAHHA
iMyHoenpecaHTiB, i B piAKICHUX BAMAAKAX IIPO HUX IOBIAOMIISIIOCS B naLieHTiB. Y Mumen
361MbIIYBaTMCA XPOHIYH] BUPA3KOBi YpaXKeHHS WKIpH. 3MiHI MOXyYTh Gy TH M0OB’13aHi 3 XPOHITHOIO
iMyHocympecieto. ¥ nIypis ageHOMH iHTepCTUIIATIBHUX KIITHH J€90K, AMOBipHO, CBiA4MIH IIPO
BU/I03AJIEXHI peakuii Ha piBHi /IOTEiHI3yI090T0 ropMOHy ¥ 3a3BH4ail BBaXKAIOTHCA TaKUMH, 110
MaroTh oOMeskeHe KIliHiuHe 3Ha4eHH.

V HOCTiIKeHHAX PerpoIyKTUBHOI TOKCHYHOCTI CIIOCTEPIranocs 3HIKEHHA ¢epTUIIBHOCTI B CaMILB
urypis. V 13-THxkHeBOMY JOCIIIKEHH] Ha Iy pax 6YJ10 3apeecTpOBaHO YaCTKOBO 00OpOTHE 3HIKEHHA
KinbKoCTi criepMaTo30imis. Y DOC/iKeHH] Ha UIypaX i Ha MaBHax CroCTEPiranics SMEHLISHHS Bary
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A€90K i (a60) ricTronoriuni ypaxeHus (HAIPUKIA, Ty Gy LIpHa atpodis it TyOy 1pHi riraHTCHKi
KIiTHHN). Y mypis cnponnvxyc CUPITHHAB eMOpioHaNLHY TOKCHYHICTS cbe’rOToxchHwTL KA
OPOSABILLIACA B cmepmocn #i 3HKenHi Bary W10y (3 BiNOBIAHOIO 3aTPUMKOIO OXOCTEHIHHA
KicTaka) (auB. posain 4.6).

6. DAPMAIIEBTUYHI XAPAKTEPHCTHKH
6.1 Cnucok J0NMOMIZKHHX PE40BHH

Anpo Tabnerku

MoHorigpat 1aKTO3H.
Maxkporon.

Creapat Mardito.
Tanek.

O6o0110HKa TabJIETKH

Panamys 0.5 mr, TabneTku, BKPUTI 060JI0HKOI0
Makporon.

MoHoosnear riinepoity.

dapMalueBTHIHA T1asyp (IIeNaK).

Cynedar KanbLio.

MikpoxpucTatiyHa He/Fos03a.

Caxapoa3a.

Twurany niokcun.

Bapsauk 3aniza okcun skoptuit (E172).
BapsHuK 3amiza oxcuy Kopuuneruii (E172).
ITomoxcamep 188.

o-ToKo(pepon.

TlosinoH.

Kapuay6cbkuit Bick.

dapba 1y apyky (Wenak, oOKCHA 3ai3a YePBOHMUH, nporminenriikons [E1520], KOHIIEHTPOBaHUHA
pO34MH aMiaKy, CHMETHKOH).

Panamyn | mr, TabneTiku. BKPUTI 0O0TOHKOKD
Maxporoi.

MoHoorneaT riilepoiry.

@dapManeBTHUaHa [iasyp (Inenax).

Cynedar KaibIiio.

MikpokpHCTaTiuHa L0033,

Caxaposa.

Turany giokcu.

TTosoxcamep 188.

o-Tokodepon.

TTosinoH.

Kapray6cbkuit Bick.

®ap6a ana apyky (LIenak, OKCHJ 3aJ1i3a YepBOHUM, npomninenrsiikons [E1520], KOHUEHTPOBaHUH
PO3UMH aMiaKy, CAMETHKOH).

Panamyn 2 Mr. TabneTkH, BKpUTi 000N0OHKOIO
Makporoi.

MoOHOoo0JTeaT IIilepoIry.

dapMaleBTHUMHA Tasyp (LIenaK).

Cynsdat kansnito.

MikpoxpHCTaTi¥Ha HETON03a.
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Caxaposa.

Turany giokcun.

Bapenuk 3aiza okcup sxosruii (E172).

BapsHuK 3aniza okcuy kopuunesuit (E172).

ITonoxcamep 188.

0-ToxodepoIt.

TToBimoH. )

Kapuay6cpkuii Bick.

®apba ma Apyky (Weak, OKCHJL 3aJli3a YEPBOHUMA, npominerrixons [E1520], KOHIEHTPOBAHUH
PO3UMH aMiaKy, CAHMETHKOH).

6.2 HecymichicTn
He zactocoByeTnca.
6.3 Tepmin npugaTHoCTI

Panamys 0.5 Mr. TaGneTki. BKpUTI 060J0HKOIO
3 pokn.

Pamamyn | mr. TaOsieTKH, BKPHUTI 000M0OHKOK)
3 poxu.

Panamvh 2 Mr, TAOJETKI. BKPUTI 060M0HKOIO
3 poku.

6.4 Oco6anei 3ano6ixni 3axoan min yac 30epiranns

36epiraTy 3a Temnepartypu He Buile 25 °C.

36epiraiite GricTep BCepeAnHi KAPTOHHOT KOPOOKH IULA 3aXHCTY BiJ CBITTIA.
6.5 Tun i BMicT NepBHHHOT YTAKOBKH

Ipo3opi amoMiHieri GiicTepHi yTIAKOBKHU 3 MOMBIHUTKIIOPULY (ITBX)/monieTunexny
(TIE)/monixsoptpudropernwieny (Aclar) mo 30 i 100 TabieTok.

V npogaxy MOxyTh 6yTH yIaKOBKH He BCiX po3Mipis.
6.6 Oco6auri 3ano06ixui 3ax0aH4 Mog0 yTHiizanii

Byb-sKHil HEBUKOPHCTAHHI TikapchKuit 3aci6 i Bimxoam e YTHIi3yBaTH 3TIIHO 3 MiCLEBUMH
BHAMOTraMH.

7. BJACHMK PEECTPAIITHOTO ITOCBITYEHHA

Kommanis Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Beneria

8. HOMEP(-A) PEECTPALIITHOT O(-ViX) IOCBITYEHH I (IOCBIIYEHB)

Papnamyn 0.5 mr. TaGnerku. BKpUTi 06010HKOK
EU/1/01/171/013-14
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Pamamyi 1 Mr, TA0neTKH, BKPHTI 000JIOHKO0
EU/1/01/171/007-8

Pamamys 2 Mr. TabneTkH, BKPUTI 000I0HKOO
EU/1/01/171/009-010

9. JATA OTPUMAHHA NEPIIOTO PEECTPAIIIAHOT'O .
ITOCBITYEHHSI/IIO AOBXEHHSA TEPMIHY YMHHOCTI PEECTPALIIMHOT'O

MOCBUTYEHHSA

JlaTa OTpHMaHH: NEPIIOTo peecTpailiiiHoro mocsiguen s 13 Gepestsa 2001 p.
Jlata OCTAHHBOTO MOIOBKEHH TePMIHY Jlil peecTpauliiHoro nocsimuerHs: 13 Gepesna 2011 p.

10. JATA OCTAHHBOTO ITEPETJIANAY TEKCTY

JetansHa indopMania mpo ueil mikapchkuii 3aci0 HOCTymHA Ha pebcaiiti €Bporeiicbkoi areHmi
3 JikapceKuX 3aco6iB: http://www.ema.curopa.eu.
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OHoBI€eHa IHCTPYKILisA PO 3aCTOCYBaAHHA
TiKapCchKOro 3aco0y BUK/IafeHa MOBOIO
opurinany (MOBOIO, BifMiHHOIO Biff
Iep>KaBHOI), 3aTBeP KEeHA BillIOBITHO 10
HOPMAaTUBHMX BUMOT KpaiHyu 3aABHUKa /
BUpOOHUKA /

Updated package leaflet for the medicinal
product, presented in the original language (a
language other than the state language),
approved in accordance with the regulatory
requirements of the Applicant’s / manufacturer’s
country.
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3ATBEP/2KEHO
Haxazom MimicTepcTBa 0XO0pOHH
310poB’a YKpaiHH
04.02.2022 Ne 229
Peecrpaniiine mocBinIenns
Ne UA/19100/01/01

3MIHU BHECEHO
Haxazom MinicTepcTsa 0X0pOHH
370poB’a YKpainn

J6. 10 AOLE Mo VAV R

THCTPYKIisA Mpo 3acTOCyBaHHA TiKapchKoro 3acofy, BHUKJIajieHa MOBOO OpUTriHAIY

(MOBOIO, BiIMIiHHOIO BiJ Jep)KaBHOI) 3aTBep/DKEHA BiJNOBIIHO 10 HOPMATHMBHUX
BHUMOT KpaiHu 3asiBHUKa/BUPOOHUKA

3afgBHHK, Iaiizep Eitu. Ci. ITi. Kopropeiimn, CITIA /
Kpaina: Pfizer H.C.P. Corporation, USA

Bupo6unk, Ildaiizep Memodexuypunr Joiwienn I'm6X, Himenuuna /
KpaiHa: Pfizer Manufacturing Deutschland GmbH, Germany

(nepsunte ma emopunHe NAKYBAHHS, MECMYEAHHS NPU 6UNYCKY MA 8UNPOOYBAHHA
cmabineHocmi, sunyck cepit)

. Horo Hopmick IMpomakmu Ipnauzais Jlimiten, Ipnanais /
Novo Nordisk Production Ireland Limited, Ireland

(6upoBHUYMBO MA MECMY8aHHA NPU SUNYCKY NPOMINCHO20 NPOOYKMY CUPONLMYC
Hanocucmemu OQUCNEPCHOT)

Iaiizep Ipnangia GapmaceroTikans Amnimites Komnani, Ipnanpia /
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland

(mecmysanns cuponimyc HaHocucmemu OUCnepcHoi, 6upobHUYMeo in bulk;
nepeunHe ma emopuKHe NAKYSAHHA, MeCMySAHNA NPl BUNYCKY MA 8UNYCK cepil)

Tldaiizep Iuk., CIIA / Pfizer Inc., USA
(6unpobysanns cmabineHocmi)

Panamyn / Rapamune®
Ta6neTkn, BKpHUTi 060510HKOIO 1o 1 Mr y 6mictepax Nel0x10

onsy ezl
JOKYMERTIB "2



23

Prospecto: informacion para el usuario

Rapamune 0,5 mg comprimidos recubiertos
Rapamune 1 mg comprimidos recubiertos ...
Rapamune 2 mg comprimidos recubiertos

sirolimus

Lea todo el prospecto detenidamente antes de empezar a tomar este medicamento, porque

contiene informacién importante para usted.

- Conserve este prospecto, ya que puede tener que volver a leerlo.

- Si tiene alguna duda, consulte a su médico o farmacéutico.

= Este medicamento se le ha recetado solamente a usted, y no debe dérselo a otras personas
aunque tengan los mismos sintomas que usted, ya que puede perjudicarles.

- Si experimenta efectos adversos, consulte a su médico o farmacéutico, incluso si se trata de
efectos adversos que no aparecen en este prospecto. Ver seccion 4.

Contenido del prospecto

Qué es Rapamune y para qué se utiliza

Qué necesita saber antes de empezar a tomar Rapamune
Cémo tomar Rapamune

Posibles efectos adversos

Conservacion de Rapamune

Contenido del envase e informacién adicional

Oy Shialady IOR:=

1. Qué es Rapamune y para qué se utiliza

Rapamune contiene el principio activo sirolimus, que pertenece al grupo de medicamentos
denominados inmunosupresores. Le ayuda a controlar su sistema inmune corporal después de haber
recibido un trasplante de rifion.

Rapamune se usa en adultos para impedir el rechazo de los rifiones trasplantados y normalmente se usa
junto con otros medicamentos inmunosupresores denominados corticosteroides, e inicialmente (los
primeros 2 a 3 meses) con ciclosporina.

Rapamune también se usa para el tratamiento de pacientes con linfangioleiomiomatosis esporadica (S-
LAM) con enfermedad pulmonar moderada o deterioro de la funcién pulmonar. La S-LAM es una
enfermedad pulmonar progresiva rara que afecta principalmente a mujeres en edad fértil. El sintoma
mas frecuente de la S-LAM es la dificultad para respirar.

2. Qué necesita saber antes de empezar a tomar Rapamune

No tome Rapamune

. si es alérgico a sirolimus o a cualquiera de los demas componentes de este medicamento
(incluidos en la seccién 6).
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Advertencias y precauciones
Consulte a su médico o farmacéutico antes de empezar a tomar Rapamune.

. Si tiene algiin problema en el hiagado o ha tenido alguna enfermedad que pueda haber afectado
a su higado, informe a su médico ya que esto puede determinar la dosis de Rapamune que recibe
y puede ser motivo de que se le realicen otros analisis de sangre.

- Rapamune, como otros medicamentos inmunosupresores, puede reducir su capacidad para
combatir las infecciones y puede aumentar el riesgo de desarrollar cancer en los tejidos linfoides
y en la piel.

= Si tiene un indice de masa corporal (IMC) por encima de 30 kg/m?, puede presentar un mayor
riesgo de cicatrizacion anormal de las heridas.

- Si usted est4 considerado como paciente con alto riesgo de suffrir un rechazo renal, por ejemplo
si se sometid a un trasplante previo que rechazo.

Su médico le realizara pruebas para controlar sus niveles de Rapamune en sangre. También le realizara
pruebas para controlar la funcién del rifién, para medir sus niveles de lipidos (colesterol y/o
triglicéridos) en sangre, y posiblemente la funcién hepética, durante el tratamiento con Rapamune.

La exposicién a la luz solar y a 1a luz UV debe limitarse cubriéndose la piel con ropay usando un
protector solar con elevado factor de proteccion, debido al incremento del riesgo de padecer cancer de
piel.

Nifios y adolescentes

La experiencia sobre el uso de Rapamune en nifios y adolescentes menores de 18 afios de edad es
limitada. No se recomienda el uso de Rapamune en esta poblacion.

Toma de Rapamune con otros medicamentos

Informe a su médico o farmacéutico si estd tomando, ha tomado recientemente o podria tener que
tomar cualquier otro medicamento.

Algunos medicamentos pueden interferir con la accién de Rapamune y, por tanto, podria necesitar un
ajuste de dosis. En particular, debe informar a su médico o farmacéutico si esta tomando cualquiera de
los siguientes medicamentos:

- cualquier otro medicamento inmunosupresor.

- antibidticos o medicamentos antifiingicos usados para tratar infecciones, por gjemplo,
claritromicina, eritromicina, telitromicina, troleandomicina, rifabutina, clotrimazol, fluconazol e
itraconazol. No se recomienda tomar Rapamune junto con rifampicina, ketoconazol o
voriconazol.

- cualquier medicamento usado para la tension alta o para problemas del corazén, incluyendo
nicardipino, verapamilo y diltiazem.

- medicamentos antiepilépticos, incluyendo carbamazepina, fenobarbital y fenitoina.

- medicamentos utilizados para el tratamiento de tilceras u otros problemas gastrointestinales,
tales como cisaprida, cimetidina o metoclopramida.

- bromocriptina (utilizada en el tratamiento de la enfermedad de Parkinson y varios trastornos
hormonales), danazol (utilizado en el tratamiento de trastornos ginecoldgicos) o inhibidores de
la proteasa (por ejemplo, para VIH y hepatitis C tales como ritonavir, indinavir, boceprevir y
telaprevir).

- Hierba de San Juan (Hypericum perforatum).

- letermovir (un medicamento antiviral para prevenir enfermar por citomegalovirus).

- cannabidiol (su uso incluye, entre otros, el tratamiento de las crisis epilépticas).

Se debe evitar el uso de vacunas vivas durante el tratamiento con Rapamune. Antes de la vacunacién,
informe a su médico o farmacéutico de que esta recibiendo Rapamune.
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El uso de Rapamune puede conducir a un incremento de los niveles de colesterol y triglicéridos en
sangre (grasas sanguineas) que puede requerir tratamiento. Los medicamentos conocidos como
“estatinas” y “fibratos” utilizados para tratar el colesterol y los triglicéridos elevados, se han asociado
con un riesgo incrementado de rotura de fibra de los musculos (rabdomiolisis). Informe a su médico si
esta tomando medicamentos para reducir las grasas sanguineas.

El uso combinado de Rapamune e inhibidores de la enzima convertidora de angiotensina (ECA) (un
tipo de medicamentos utilizados para bajar la tension arterial) puede provocar reacciones alérgicas.
Informe a su médico si estd tomando estos medicamentos.

Toma de Rapamune con alimentos y bebidas

Tome Rapamune siempre de la misma manera, con o sin comida. Si prefiere tomar Rapamune con
alimentos, debe tomarlo siempre con ellos. Si prefiere tomar Rapamune sin alimentos, debe tomarlo
siempre sin ellos. La comida puede alterar la cantidad de medicamento que entra en la sangre y, por
tanto, al tomar su medicamento siempre de la misma manera, los niveles de Rapamune en sangre s¢
mantienen mas estables.

No tome Rapamune con zumo de pomelo.

Embarazo, lactancia y fertilidad

No debe utilizarse Rapamune durante el embarazo a menos que sea claramente necesario. Debe usar
un método anticonceptivo eficaz durante el tratamiento con Rapamune y durante las 12 semanas
siguientes a la interrupcion del tratamiento. Si esta embarazada o en periodo de lactancia, cree que
podria estar embarazada o tiene intencién de quedarse embarazada, consulte a su médico o

farmacéutico antes de utilizar este medicamento.

No se sabe si Rapamune pasa a la leche materna. Las pacientes que tomen Rapamune deben dejar la
lactancia.

Se ha asociado una reduccién del recuento de espermatozoides con el uso de Rapamune, que
habitualmente vuelve a la normalidad después de suspender el tratamiento.

Conduccion y uso de maquinas

Aunque no se espera que el tratamiento con Rapamune pueda afectar a su capacidad para conducir, si
tiene alguna duda, consulte con su médico.

Rapamune contiene lactosa y sacarosa

Rapamune contiene 86,4 mg de lactosa y hasta 215,8 mg de sacarosa. Si su médico le ha indicado que
padece una intolerancia a ciertos aziicares, consulte con &l antes de tomar este medicamento.

3. Cémo tomar Rapamune

Siga exactamente las instrucciones de administracion de este medicamento indicadas por su médico.
En caso de duda, consulte de nuevo a su médico o farmacéutico.

Su médico decidira la dosis exacta de Rapamune que debe tomar y la frecuencia con la que debe
hacerlo. Siga exactamente las instrucciones de su médico y nunca cambie la dosis por su cuenta.

Rapamune es (inicamente para uso oral. No machaque, mastique ni parta los comprimidos. Informe a
su médico si tiene dificultades para tomar el comprimido.
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No debe tomar varios comprimidos de Rapamune 0,5 mg como sustitucion de los comprimidos de
1 mg y 2 mg, ya que no son directamente intercambiables.

Tome Rapamune siempre de la misma manera, con o sin comida.

Trasplante renal L
Su médico le daré una dosis inicial de 6 mg tan pronto como sea posible después de la operacion de

trasplante renal. Después necesitara tomar 2 mg de Rapamune todos los dias hasta que su médicg le
indique otra cosa. Su dosis sera ajustada dependiendo del nivel de Rapamune en sangre. Su médico
necesitard realizar pruebas sanguineas para medir las concentraciones de Rapamune.

Si también est4 tomando ciclosporina, tiene que espaciar la toma de los dos medicamentos
aproximadamente 4 horas.

Se recomienda utilizar primero Rapamune en combinacién con ciclosporina y corticosteroides. Al
cabo de 3 meses, su médico puede suspender Rapamune o ciclosporina, ya que no se recomienda
tomar juntos estos medicamentos pasado este tiempo.

Linfangioleiomiomatosis esporddica (S-LAM)

Su médico le dara 2 mg de Rapamune al dia, hasta que le indique lo contrario. Su dosis se ajustara
segtin el nivel de Rapamune en su sangre. Su médico debera realizar analisis de sangre para medir las
concentraciones de Rapamune.

Si toma mas Rapamune del que debe

Si ha tomado mas medicamento del que se le dijo, contacte lo antes posible con su médico o acuda a
urgencias del hospital mas cercano. Lleve siempre con usted el blister etiquetado del medicamento,
aunque esté vacio.

Si olvidé tomar Rapamune

Si olvidé tomar Rapamune, tomeselo en cuanto se acuerde pero no dentro de las 4 horas siguientes a la
dosis de ciclosporina. Después de esto, continile tomando el medicamento de la manera habltual..No
tome una dosis doble para compensar las dosis olvidadas, y siempre tome Rapamune y_c1closp0r1na
con una diferencia de aproximadamente 4 horas. Si olvida por completo tomar una dosis de
Rapamune, debe informar a su médico.

Si interrumpe el tratamiento con Rapamune

No deje de tomar Rapamune a menos que su médico le diga que lo haga, ya que se arriesgaria a perder
el trasplante.

Si tiene cualquier otra duda sobre el uso de este medicamento, pregunte a su médico o farmacéutico.

4. Posibles efectos adversos

Al igual que todos los medicamentos, este medicamento puede producir efectos adversos, aunque no
todas las personas los sufran.

Reacciones alérgicas
Deber4 acudir a su médico inmediatamente si presenta sintomas como hinchazoén de cara, lengua y/o

fondo de la boca (faringe) y/o dificultad para respirar (angioedema), o descamacion de la piel
(dermatitis exfoliativa). Podria tratarse de sintomas de una reaccion alérgica grave.
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Daiio renal con bajos recuentos sanguineos de células (parpura trombocitopénica/sindrome
hemolitico urémico)

Cuando se toma con medicamentos denominados inhibidores de la calcineurina (ciclosporina o
tacrolimus) Rapamune puede incrementar el riesgo de un cuadro que combina dafio renal con bajos
recuentos sanguineos de plaquetas y globulos rojos, con o sin irritacién de la piel (purpura
trombocitopénica/sindrome hemolitico urémico). Si experimenta sintomas como moratones,
erupciones de la piel, cambios en la orina, cambios de humor o cualquier otro sintoma que considere
grave, inusual o prolongado en el tiempo, péngase en contacto con su médico.

Infecciones

Rapamune disminuye los mecanismos de defensa de su cuerpo. Como consecuencia, su cuerpo no sera
tan bueno como solia luchando contra las infecciones. Por lo tanto, si esta tomando Rapamune, puede
coger mas infecciones de lo habitual, como infecciones de la piel, boca, estomago e intestino,
pulmones y tracto urinario (ver listado mas abajo). Debe contactar con su médico si experimenta
sintomas que considera graves, inusuales o prolongados en el tiempo.

Frecuencia de efectos adversos
Muy frecuentes: afectan a mas de 1 de cada 10 pacientes

. acumulacién de liquidos alrededor del rifién

- hinchaz6n del cuerpo, incluyendo las manos y los pies

- dolor

- fiebre

- dolor de cabeza

= aumento de la tension arterial

- dolor de estémago, diarrea, estrefiimiento, nauseas

= disminucion del nimero de glébulos rojos, disminucion del nimero de las plaquetas

- aumento de las grasas en sangre (colesterol y/o triglicéridos), aumento del azicar en sangre,
disminucién del potasio en sangre, disminucién del fosforo en sangre, aumento de la lactato-
deshidrogenasa en sangre, aumento de la creatinina en sangre

- dolor de articulaciones

- acné

- infeccion del tracto urinario

. neumonia y otras infecciones bacterianas, virales y fiingicas

- disminucién de las células de la sangre que luchan contra las infecciones (gl6bulos blancos)

- diabetes

- anomalias en las pruebas que miden la funcién del higado, elevacion de las enzimas del higado
AST y/o ALT

- erupcion en la piel

= elevacion de las proteinas en orina

. trastornos menstruales (incluyendo periodos ausentes, poco frecuentes o abundantes)

- cicatrizacion lenta (esto puede incluir la separacion de las capas de una herida quirtirgica o linea
de sutura)

- aumento de la frecuencia cardiaca

- hay una tendencia general a que los fluidos se acumulen en diversos tejidos

Frecuentes: afectan a entre 1 y 10 de cada 100 pacientes

- infecciones (incluyendo infecciones potencialmente mortales)
- coagulos de sangre en piernas

- coagulos de sangre en los pulmones

- llagas en la boca

= acumulacién de liquido en el abdomen
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- lesion renal con disminucién del nimero de plaquetas y de globulos rojos de la sangre, con o sin
erupcion cutdnea (sindrome hemolitico urémico)

- disminucién del nimero de un tipo de globulos blancos 1lamados neutréofilos

= deterioro del hueso

= inflamacién que pueden dar lugar a una lesién en los pulmones, acumulacién de liquido
alrededor de los pulmones

= hemorragias nasales

= cancer de piel

- infeccion en el rifién

- quistes en los ovarios

- acumulacién de fluidos en la membrana que rodea el corazén que, en algunos casos, puede
disminuir la capacidad del corazén para bombear sangre

- inflamacion del pancreas

- reacciones alérgicas

- herpes

- infeccidn por citomegalovirus

Poco frecuentes: afectan a entre 1 y 10 de cada 1.000 pacientes

- cancer del tejido linfatico (linfoma/trastorno linfoproliferativo post-trasplante), disminucion
conjunta de glébulos rojos, glébulos blancos y plaquetas

. hemorragia en los pulmones

N proteinas en orina, en ocasiones grave y asociada a efectos adversos, como hinchazon

- proceso cicatricial del rifién que puede reducir la funcidn del rifion

- exceso de fluidos en los tejidos debido a funcién linfatica irregular

- disminucién del nimero de plaquetas en la sangre, con o sin erupcion en la piel (pirpura
trombocitopénica)

- reacciones alérgicas graves que pueden provocar la descamacion de la piel

- tuberculosis

= infeccion por virus de Epstein-Barr

= diarrea infecciosa por Clostridium difficile

= lesion del higado grave

Raros: afectan a entre 1 y 10 de cada 10.000 pacientes

. depo6sito de proteinas en los saquitos aéreos de los pulmones que puede interferir con la
respiracion

. reacciones alérgicas graves que pueden afectar a los vasos sanguineos (ver apartado de
reacciones alérgicas)

Frecuencia no conocida: no puede estimarse su frecuencia a partir de los datos disponibles

- Sindrome de encefalopatia posterior reversible (PRES) que es un sindrome grave del sistema
nervioso que tiene los siguientes sintomas: dolor de cabeza, nauseas, vomitos, confusion,
convulsiones y pérdida de vision. Si padeciera mas de uno de estos sintomas, contacte con su
médico.

Los pacientes con S-LAM experimentaron efectos adversos similares a los de los pacientes con
trasplante renal, con la adicién de pérdida de peso, que puede afectar a mas de 1 de cada 10 personas.

Comunicacion de efectos adversos

Si experimenta cualquier tipo de efecto adverso, consulte a su médico o farmacéutico, incluso si se
trata de posibles efectos adversos que no aparecen en este prospecto. También puede comunicarlos
directamente a través del sistema nacional de notificacion incluido en el Apéndice V. Mediante la
comunicacién de efectos adversos usted puede contribuir a proporcionar mas informacién sobre la
seguridad de este medicamento.
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5. Conservacion de Rapamune
Mantener este medicamento fuera de la vista y del alcance de los nifios.

No utilice este medicamento después de la fecha de caducidad que aparece en el blister y en el estuche
después de “EXP”. La fecha de caducidad es el dltimo dia del mes que se indica.

No conservar a temperatura superior a 25°C.
Conservar el blister en el embalaje exterior para protegerlo de la luz.

Los medicamentos no se deben tirar por los desagiies ni a la basura. Pregunte a su farmacéutico como
deshacerse de los envases y de los medicamentos que ya no necesita. De esta forma, ayudarad a
proteger el medio ambiente.

6. Contenido del envase e informacion adicional
Composicién de Rapamune

El principio activo es sirolimus.

Cada comprimido recubierto de Rapamune 0,5 mg contiene 0,5 mg de sirolimus.
Cada comprimido recubierto de Rapamune 1 mg contiene 1 mg de sirolimus.
Cada comprimido recubierto de Rapamune 2 mg contiene 2 mg de sirolimus.

Los demas componentes son:

Niicleo de los comprimidos: lactosa monohidrato, macrogol, estearato de magnesio, talco
Recubrimiento de los comprimidos: macrogol, monooleato de glicerol, barniz farmacéutico, sulfato de
calcio, celulosa microcristalina, sacarosa, diéxido de titanio, poloxamer 188, a-tocoferol, povidona,
cera de camauba, tinta de impresién (goma laca, 6xido de hierro rojo, propilenglicol [E1520], solucion
concentrada de amoniaco, simeticona). Los comprimidos de 0,5 mg y 2 mg también contienen oxido
de hierro amarillo (E172) y 6xido de hierro marrén (E172).

Aspecto del producto y contenido del envase

Rapamune 0,5 mg se presenta en forma de comprimidos recubiertos triangulares de color marron
claro, que llevan grabado en una cara “RAPAMUNE 0.5 mg’.

Rapamune 1 mg se presenta en forma de comprimidos recubiertos triangulares de color blanco, que
llevan grabado en una cara “RAPAMUNE 1 mg”.

Rapamune 2 mg se presenta en forma de comprimidos recubiertos triangulares de color entre amarillo
y beige, que llevan grabado en una cara “RAPAMUNE 2 mg”.

Los comprimidos se envasan en blisteres de 30 y 100 comprimidos. Puede que solamente estén
comercializados algunos tamafios de envases.
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Titular de la autorizacién de comercializacién y responsable de la fabricaciéon

Titular de 1a Autorizacién de Comercializacion:
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Bélgica

Responsable de la fabricacion:

Pfizer Ireland Pharmaceuticals Unlimited
Company

Little Connell

Newbridge

Co. Kildare

W12 HX57

Irlanda

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1

79108 Freiburg Im Breisgau

Alemania

Pueden solicitar més informacion respecto a este medicamento dirigiéndose al representante local del

titular de la autorizaciéon de comercializacién:
Espaiia

Pfizer, S.L.

Tel:+34914909900

Fecha de la tiltima revision de este prospecto: MM/AAAA

La informacion detallada de este medicamento esta disponible en la pagina web de la Agencia Europea

de Medicamentos: http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT
Rapamune 0.5 mg coated tablets

Rapamune 1 mg coated tablets

Rapamune 2 mg coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Rapamune 0.5 mg coated tablets
Each coated tablet contains 0.5 mg sirolimus.

Rapamune 1 mg coated tablets
Each coated tablet contains 1 mg sirolimus.

Rapamune 2 mg coated tablets
Each coated tablet contains 2 mg sirolimus.

Excipients with known effect

Rapamune 0.5 mg coated tablets
Each tablet contains 86.4 mg of lactose monohydrate and 215.7 mg of sucrose.

Rapamune 1 mg coated tablets
Each tablet contains 86.4 mg of lactose monohydrate and 215.8 mg of sucrose.

Rapamune 2 mg coated tablets
Each tablet contains 86.4 mg of lactose monohydrate and 214.4 mg of sucrose.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Coated tablet (tablet).

Rapamune 0.5 mg coated tablets )
Tan-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 0.5 mg” on one side.

Rapamune 1 mg coated tablets )
White-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 1 mg” on one side.

Rapamune 2 mg coated tablets i
Yellow to beige-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 2 mg” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Rapamune is indicated for the prophylaxis of organ rejection in adult patients at low to moderate
immunological risk receiving a renal transplant. It is recommended that Rapamune be used initially in
combination with ciclosporin microemulsion and corticosteroids for 2 to 3 months. Rapamune may be
continued as maintenance therapy with corticosteroids only if ciclosporin microemulsion can be
progressively discontinued (see sections 42 and 5.1).




45

Rapamune is indicated for the treatment of patients with sporadic lymphangioleiomyomatosis with
moderate lung disease or declining lung function (see sections 4.2 and 5.1).

4.2 Posology and method of administration

Posology

Prophvlaxis of organ rejection

Treatment should be initiated by and remain under the guidance of an appropriately qualified specialist
in transplantation.

Initial therapy (2 to 3 months post-transplantation)

The usual dose regimen for Rapamune is a 6 mg single oral loading dose, administered as soon as
possible after transplantation, followed by 2 mg once daily until results of therapeutic monitoring of
the medicinal product are available (see Therapeutic monitoring of the medicinal product and dose
adjustment). The Rapamune dose should then be individualised to obtain whole blood trough levels of
4 to 12 ng/mL (chromatographic assay). Rapamune therapy should be optimised with a tapering
regimen of steroids and ciclosporin microemulsion. Suggested ciclosporin trough concentration ranges
for the first 2-3 months after transplantation are 150-400 ng/mL (monoclonal assay or equivalent
technique) (see section 4.5).

To minimise variability, Rapamune should be taken at the same time in relation to ciclosporin, 4 hours
after the ciclosporin dose, and consistently either with or without food (see section 5.2).

Maintenance therapy

Ciclosporin should be progressively discontinued over 4 to 8 weeks, and the Rapamune dose should be
adjusted to obtain whole blood trough levels of 12 to 20 ng/mL (chromatographic assay; see
Therapeutic monitoring of the medicinal product and dose adjustment). Rapamune should be given
with corticosteroids. In patients for whom ciclosporin withdrawal is either unsuccessful or cannot be
attempted, the combination of ciclosporin and Rapamune should not be maintained for more than

3 months post-transplantation, In such patients, when clinically appropriate, Rapamune should be
discontinued and an alternative immunosuppressive regimen instituted.

Therapeutic monitoring of the medicinal product and dose adjustment
Whole blood sirolimus levels should be closely monitored in the following populations:

(1) in patients with hepatic impairment

(2) when inducers or inhibitors of CYP3A4 and/or P-glycoprotein (P-gp) are concurrently
administered and after their discontinuation (see section 4.5) and/or

(3) if ciclosporin dosing is markedly reduced or discontinued, as these populations are most likely to
have special dosing requirements.

Therapeutic monitoring of the medicinal product should not be the sole basis for adjusting sirolimus
therapy. Careful attention should be made to clinical signs/symptoms, tissue biopsies, and laboratory
parameters.

Most patients who received 2 mg of Rapamune 4 hours after ciclosporin had whole blood trough
concentrations of sirolimus within the 4 to 12 ng/mL target range (expressed as chromatographic assay
values). Optimal therapy requires therapeutic concentration monitoring of the medicinal product in all
patients.

Optimally, adjustments in Rapamune dose shottld be based on more than a single trough level obtained
more than 5 days after a previous dosing change.
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Patients can be switched from Rapamune oral solution to the tablet formulation on a mg per mg basis.
It is recommended that a trough concentration be taken 1 or 2 weeks after switching formulations or
tablet strength to confirm that the trough concentration is within the recommended target range.

Following the discontinuation of ciclosporin therapy, a target trough range of 12 to 20 ng/mL
(chromatographic assay) is recommended. Ciclosporin inhibits the metabolism of sirolimus, and
consequently sirolimus levels will decrease when ciclosporin is discontinued, unless the sirolimus
dose is increased. On average, the sirolimus dose will need to be 4-fold higher to account for both the
absence of the pharmacokinetic interaction (2-fold increase) and the augmented immunosuppressive
requirement in the absence of ciclosporin (2-fold increase). The rate at which the dose of sirolimus is
increased should correspond to the rate of ciclosporin elimination.

If further dose adjustment(s) are required during maintenance therapy (after discontinuation of
ciclosporin), in most patients these adjustments can be based on simple proportion: new Rapamune
dose=current dose x (target concentration/current concentration). A loading dose should be considered
in addition to a new maintenance dose when it is necessary to considerably increase sirolimus trough
concentrations: Rapamune loading dose=3 x (new maintenance dose — current maintenance dose). The
maximum Rapamune dose administered on any day should not exceed 40 mg. If an estimated daily
dose exceeds 40 mg due to the addition of a loading dose, the loading dose should be administered
over 2 days. Sirolimus trough concentrations should be monitored at least 3 to 4 days after a loading
dose(s).

The recommended 24-hour trough concentration ranges for sirolimus are based on chromatographic
methods. Several assay methodologies have been used to measure the whole blood concentrations of
sirolimus. Currently in clinical practice, sirolimus whole blood concentrations are being measured by
both chromatographic and immunoassay methodologies. The concentration values obtained by these
different methodologies are not interchangeable. All sirolimus concentrations reported in this
Summary of Product Characteristics were either measured using chromatographic methods or have
been converted to chromatographic method equivalents. Adjustments to the targeted range should be
made according to the assay being utilised to determine the sirolimus trough concentrations. Since
results are assay and laboratory dependent, and the results may change over time, adjustment to the
targeted therapeutic range must be made with a detailed knowledge of the site-specific assay used.
Physicians should therefore remain continuously informed by responsible representatives for their
local laboratory on the performance of the locally used method for concentration determination of
sirolimus.

Patients with sporadic lymphangioleiomyomatosis (S-LAM)

Treatment should be initiated by and remain under the guidance of an appropriately qualified
specialist.

For patients with S-LAM, the initial Rapamune dose should be 2 mg/day. Sirolimus whole blood
trough concentrations should be measured in 10 to 20 days, with dosage adjustment to maintain
concentrations between 5 to 15 ng/mL.

In most patients, dose adjustments can be based on simple proportion: new Rapamune dose=current
dose x (target concentration/current concentration). Frequent Rapamune dose adjustments based on
non-steady-state sirolimus concentrations can lead to overdosing or underdosing because sirolimus has
a long half-life. Once Rapamune maintenance dose is adjusted, patients should continue on the new
maintenance dose for at least 7 to 14 days before further dosage adjustment with concentration
monitoring. Once a stable dose is achieved, therapeutic drug monitoring should be performed at least
every 3 months.

Data from controlled studies for treatment of S-LAM longer than one year are currently not available,
therefore the benefit of treatment should be reassessed when used long-term.
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Special populations

Black population

There is limited information indicating that Black renal transplant recipients (predominantly
African-American) require higher doses and trough levels of sirolimus to achieve the same efficacy as
observed in non-Black patients. The efficacy and safety data are too limited to allow specific
recommendations for use of sirolimus in Black recipients.

Elderly

Clinical studies with Rapamune oral solution did not include a sufficient number of .patients above
65 years of age to determine whether they will respond differently than younger patients (see
section 5.2).

Renal impairment
No dose adjustment is required (see section 5.2).

Hepatic impairment

The clearance of sirolimus may be reduced in patients with impaired hepatic function (see section 5.2).
In patients with severe hepatic impairment, it is recommended that the maintenance dose of Rapamune
be reduced by approximately one-half.

It is recommended that sirolimus whole blood trough levels be closely monitored in patients yvith
impaired hepatic function (see Therapeutic monitoring of the medicinal product and dose adjustment).
It is not necessary to modify the Rapamune loading dose.

In patients with severe hepatic impairment, monitoring should be performed every 5to 7 days until
3 consecutive trough levels have shown stable concentrations of sirolimus after dose adj usFment or
after loading dose due to the delay in reaching steady-state because of the prolonged half-life.

Paediatric population
The safety and efficacy of Rapamune in children and adolescents less than 18 years of age have not
been established.

Currently available data are described in sections 4.8, 5.1 and 5.2, but no recommendation on a
posology can be made.

Method of administration

Rapamune is for oral use only.

Bioavailability has not been determined for tablets after they have been crushed, chewed or split, and
therefore this cannot be recommended.

To minimise variability, Rapamune should consistently be taken either with or without food.
Grapeftuit juice should be avoided (see section 4.5).

Multiples of 0.5 mg tablets should not be used as a substitute for the 1 mg tablet or for other strengths
(see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
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4.4 Special warnings and precautions for use

Rapamune has not been adequately studied in renal transplant patients at high immunological risk,
therefore use is not recommended in this group of patients (see section 5.1).

In renal transplant patients with delayed graft function, sirolimus may delay recovery of renal
function.

Hypersensitivity reactions

Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions, angioedema, exfoliative
dermatitis, and hypersensitivity vasculitis, have been associated with the administration of sirolimus
(see section 4.8).

Concomitant therapy

Immunosuppressive agents (Renal transplant patients only)

Sirolimus has been administered concurrently with the following agents in clinical studies: tacrolimus,
ciclosporin, azathioprine, mycophenolate mofetil, corticosteroids and cytotoxic antibodies. Sirolimus
in combination with other immunosuppressive agents has not been extensively investigated.

Renal function should be monitored during concomitant administration of Rapamune and ciclosporin.
Appropriate adjustment of the immunosuppression regimen should be considered in patients with
elevated serum creatinine levels. Caution should be exercised when co-administering other agents that
are known to have a deleterious effect on renal function.

Patients treated with ciclosporin and Rapamune beyond 3 months had higher serum creatinine levels
and lower calculated glomerular filtration rates compared to patients treated with ciclosporin and
placebo or azathioprine controls. Patients who were successfully withdrawn from ciclosporin had
lower serum creatinine levels and higher calculated glomerular filtration rates, as well as lower
incidence of malignancy, compared to patients remaining on ciclosporin. The continued
co-administration of ciclosporin and Rapamune as maintenance therapy cannot be recommended.

Based on information from subsequent clinical studies, the use of Rapamune, mycophenolate mofetil,
and corticosteroids, in combination with IL-2 receptor antibody (IL2ZR Ab) induction, is not
recommended in the de novo renal transplant setting (see section 5.1).

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating
conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant patients,
increased urinary protein excretion was commonly observed at 6 to 24 months after conversion to
Rapamune (see section 5.1). New onset nephrosis (nephrotic syndrome) was also reported in 2% of the
patients in the study (see section 4.8). Based on information from an open-label randomised study,
conversion from the calcineurin inhibitor tacrolimus to Rapamune in maintenance renal transplant
patients was associated with an unfavourable safety profile without efficacy benefit and can therefore
not be recommended (see section 5.1).

The concomitant use of Rapamune with a calcineurin inhibitor may increase the risk of calcineurin
inhibitor-induced haemolytic uraemic syndrome/thrombotic thrombocytopaenic purpura/thrombotic
microangiopathy (HUS/TTP/TMA).

HMG-CoA reductase inhibitors

In clinical studies, the concomitant administration of Rapamune and HMG-CoA reductase inhibitors
and/or fibrates was well-tolerated. During Rapamune therapy with or without CsA, patients should be
monitored for elevated lipids, and patients administered an HMG-CoA reductase inhibitor and/or
fibrate should be monitored for the possible development of rhabdomyolysis and other adverse
reactions, as described in the respective Summary of Product Characteristics of these agents.
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Cytochrome P450 isozymes and P-glycoprotein

Co-administration of sirolimus with strong inhibitors of CYP3A4 and/or the multidrug efflux pump
P-glycoprotein (P-gp) (such as ketoconazole, voriconazole, itraconazole, telithromycin or
clarithromycin) may increase sirolimus blood levels and is not recommended.

Co-administration with strong inducers of CYP3A4 and/or P-gp (such as rifampin, rifabutin) is not
recommended.

If co-administration of inducers or inhibitors of CYP3A4 and/or P-gp cannot be avoided, it is
recommended that sirolimus whole blood trough concentrations and the clinical condition of the
patient be monitored while they are concurrently administered with sirolimus and after their
discontinuation. Dose adjustments of sirolimus may be required (see sections 4.2 and 4.5).

Angioedema

The concomitant administration of Rapamune and angiotensin-converting enzyme (ACE) inhibitors
has resulted in angioneurotic oedema-type reactions. Elevated sirolimus levels, for example due to
interaction with strong CYP3A4 inhibitors, (with/without concomitant ACE inhibitors) may also
potentiate angioedema (see section 4.5). In some cases, the angioedema has resolved upon
discontinuation or dose reduction of Rapamune.

Increased rates of biopsy confirmed acute rejection (BCAR) in renal transplant patients have been
observed with concomitant use of sirolimus with ACE inhibitors (see section 5.1). Patients receiving
sirolimus should be monitored closely if taking ACE inhibitors concomitantly.

Vaccination

Immunosuppressants may affect response to vaccination. During treatment with immunosuppressants,
including Rapamune, vaccination may be less effective. The use of live vaccines should be avoided
during treatment with Rapamune.

Malignancy

Increased susceptibility to infection and the possible development of lymphoma and other
malignancies, particularly of the skin, may result from immunosuppression (see section 4.8). As usual
for patients with increased risk for skin cancer, exposure to sunlight and ultraviolet (UV) light should
be limited by wearing protective clothing and using a sunscreen with a high protection factor.

Infections

Oversuppression of the immune system can also increase susceptibility to infection, including
opportunistic infections (bacterial, fungal, viral and protozoal), fatal infections, and sepsis.

Among these conditions in renal transplant patients are BK virus-associated nephropathy and JC
virus-associated progressive muitifocal leukoencephalopathy (PML). These infections are often related
to a high total immunosuppressive burden and may lead to serious or fatal conditions that physicians
should consider in the differential diagnosis in immunosuppressed patients with deteriorating renal
function or neurological symptoms.

Cases of Pneumocystis carinii pneumonia have been reported in renal transplant patients not receiving
antimicrobial prophylaxis. Therefore, antimicrobial prophylaxis for Preumocystis carinii pneumonia
should be administered for the first 12 months following transplantation.

Cytomegalovirus (CM'V) prophylaxis is recommended for 3 months after renal transplantation,
particularly for patients at increased risk for CMV disease.
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Hepatic impairment

In hepatically impaired patients, it is recommended that sirolimus whole blood trough levels be closely
monitored. In patients with severe hepatic impairment, reduction in maintenance dose by one-half is
recommended based on decreased clearance (see sections 4.2 and 5.2). Since half-life is prolonged in
these patients, therapeutic monitoring of the medicinal product after a loading dose or a change of
dose should be performed for a prolonged period of time until stable concentrations are reached (see
sections 4.2 and 5.2).

Lung and liver transplant populations

The safety and efficacy of Rapamune as immunosuppressive therapy have not been established in liver
or lung transplant patients, and therefore such use is not recommended.

In two clinical studies in de novo liver transplant patients, the use of sirolimus plus ciclosporin or
tacrolimus was associated with an increase in hepatic artery thrombosis, mostly leading to graft loss or
death.

A clinical study in liver transplant patients randomised to conversion from a calcineurin inhibitor
(CNI)-based regimen to a sirolimus-based regimen versus continuation of a CNI-based regimen
6-144 months post-liver transplantation failed to demonstrate superiority in baseline-adjusted GFR at
12 months (-4.45 mL/min and -3.07 mL/min, respectively). The study also failed to demonstrate
non-inferiority of the rate of combined graft loss, missing survival data, or death for the sirolimus
conversion group compared to the CNT continuation group. The rate of death in the sirolimus
conversion group was higher than the CNI continuation group, although the rates were not
significantly different. The rates of premature study discontinuation, adverse events overall (and
infections, specifically), and biopsy-proven acute liver graft rejection at 12 months were all
significantly greater in the sirolimus conversion group compared to the CNI continuation group.

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant
patients when sirolimus has been used as part of an immunosuppressive regimen.

Systemic effects

There have been reports of impaired or delayed wound healing in patients receiving Rapamune,
including lymphocele in renal transplant patients and wound dehiscence. Patients with a body mass
index (BMI) greater than 30 kg/m? may be at increased risk of abnormal wound healing based on data
from the medical literature.

There have also been reports of fluid accumulation, including peripheral oedema, lymthedema,
pleural effusion and pericardial effusions (including haemodynamically significant effusions in
children and adults), in patients receiving Rapamune.

The use of Rapamune was associated with increased serum cholesterol and triglycerides that may
require treatment. Patients administered Rapamune should be monitored for hyperlipidaemia using
laboratory tests and if hyperlipidaemia is detected, subsequent interventions such as diet, exercise, and
lipid-lowering agents should be initiated. The risk/benefit should be considered in patients with
established hyperlipidaemia before initiating an immunosuppressive regimen, including Rapamune.
Similarly the risk/benefit of continued Rapamune therapy should be re-evaluated in patients with
severe refractory hyperlipidaemia.

Sucrose and lactose

Sucrose
Patients with rare hereditary problems of fructose intolerance, glucose-galactose malabsorption or
sucrase-isomaltase insufficiency should not take this medicine.
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Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take this medicine.

4.5 TInteraction with other medicinal products and other forms of interaction

Sirolimus is extensively metabolised by the CYP3A4 isozyme in the intestinal wall and liver.
Sirolimus is also a substrate for the multidrug efflux pump, P-glycoprotein (P-gp) located in the small
intestine. Therefore, absorption and the subsequent elimination of sirolimus may be influenced by
substances that affect these proteins. Inhibitors of CYP3A4 (such as ketoconazole, voriconazole,
itraconazole, telithromycin, or clarithromycin) dectease the metabolism of sirolimus and increase
sirolimus levels. Inducers of CYP3A4 (such as rifampin or rifabutin) increase the metabolism of
sirolimus and decrease sirolimus levels. Co-administration of sirolimus with strong inhibitors of
CYP3A4 or inducers of CYP3A4 is not recommended (see section 4.4).

Rifampicin (CYP3A4 inducer)

Administration of multiple doses of rifampicin decreased sirolimus whole blood concentrations
following a single 10 mg dose of Rapamune oral solution. Rifampicin increased the clearance of
sirolimus by approximately 5.5-fold and decreased AUC and Cmex by approximately 82% and 71%,
respectively. Co-administration of sirolimus and rifampicin is not recommended (see section 4.4).

Ketoconazole (CYP3A4 inhibitor)

Multiple-dose ketoconazole administration significantly affected the rate and extent of absorption and
sirolimus exposure from Rapamune oral solution as reflected by increases in sirolimus Cpax, tmax, and
AUC of 4.4-fold, 1.4-fold, and 10.9-fold, respectively. Co-administration of sirolimus and
ketoconazole is not recommended (see section 4.4).

Voriconazole (CYP3A4 inhibitor)

Co-administration of sirolimus (2 mg single dose) with multiple-dose administration of oral
voriconazole (400 mg every 12 hours for 1 day, then 100 mg every 12 hours for 8 days) in healthy
subjects has been reported to increase sirolimus Cmax and AUC by an average of 7-fold and 11-fold,
respectively. Co-administration of sirolimus and voriconazole is not recommended (see section 4.4).

Diltiazem (CYP3A4 inhibitor)

The simultaneous oral administration of 10 mg of Rapamune oral solution and 120 mg of diltiazem

significantly affected the bioavailability of sirolimus. Sirolimus Cmas, tmax, and AUC were increased
1.4-fold, 1.3-fold, and 1.6-fold, respectively. Sirolimus did not affect the pharmacokinetics of either
diltiazem or its metabolites desacetyldiltiazem and desmethyldiltiazem. If diltiazem is administered,
sirolimus blood levels should be monitored and a dose adjustment may be necessary.

Verapamil (CYP3A4 inhibitor)

Multiple-dose administration of verapamil and sirolimus oral solution significantly affected the rate
and extent of absorption of both medicinal products. Whole blood sirolimus Crax, tmax, and AUC were
increased 2.3-fold, 1.1-fold, and 2.2-fold, respectively. Plasma S-(-) verapamil Cmax and AUC were
both increased 1.5-fold, and tmax was decreased 24%. Sirolimus levels should be monitored, and
appropriate dose reductions of both medicinal products should be considered.

Erythromvcin (CYP3A4 inhibitor)

Multiple-dose administration of erythromycin and sirolimus oral solution significantly increased the
rate and extent of absorption of both medicinal products. Whole blood sirolimus Cmax, tmax, and AUC
were increased 4.4-fold, 1.4-fold, and 4.2-fold, respectively. The Crmax, tmax, and AUC of plasma
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erythromycin base were increased 1.6-fold, 1.3-fold, and 1.7-fold, respectively. Sirolimus levels
should be monitored and appropriate dose reductions of both medicinal products should be considered.

Ciclosporin (CYP3A4 substrate)

The rate and extent of sirolimus absorption was significantly increased by ciclosporin A (CsA).
Sirolimus administered concomitantly (5 mg), and at 2 hours (5 mg) and 4 hours (10 mg) after CsA
(300 mg), resulted in increased sirolimus AUC by approximately 183%, 141% and 80%, respectively.
The effect of CsA was also reflected by increases in sirolimus Crmax and tmax. When given 2 hours
before CsA administration, sirolimus Cmax and AUC were not affected. Single-dose sirolimus did not
affect the pharmacokinetics of ciclosporin (microemulsion) in healthy volunteers when administered
simultaneously or 4 hours apart. It is recommended that Rapamune be administered 4 hours after
ciclosporin (microemulsion).

Cannabidiol (P-gp inhibitor)

There have been reports of increased blood levels of sirolimus during concomitant use with
cannabidiol. Co-administration of cannabidiol with another orally administered mTOR inhibitor in a
healthy volunteer study led to an increase in exposure to the mTOR inhibitor of approximately
2.5-fold for both Crmax and AUC, due to inhibition of intestinal P-gp efflux by cannabidiol. Caution
should be used when cannabidiol and Rapamune are co-administered, closely monitoring for side
effects. Monitor sirolimus blood levels and adjust the dose as needed (see sections 4.2 and 4.4).

Oral contraceptives

No clinically significant pharmacokinetic interaction was observed between Rapamune oral solution
and 0.3 mg norgestrel/0.03 mg ethinyl estradiol. Although the results of a single-dose interaction study
with an oral contraceptive suggest the lack of a pharmacokinetic interaction, the results cannot exclude
the possibility of changes in the pharmacokinetics that might affect the efficacy of the oral
contraceptive during long-term treatment with Rapamune.

Other possible interactions

Tnhibitors of CYP3A4 may decrease the metabolism of sirolimus and increase sirolimus blood levels.
Such inhibitors include certain antifungals (e.g. clotrimazole, fluconazole, itraconazole, voriconazole),
certain antibiotics (e.g. troleandomycin, telithromycin, clarithromycin), certain protease inhibitors (e.g.
ritonavir, indinavir, boceprevir, and telaprevir), nicardipine, bromocriptine, cimetidine, danazol and
letermovir.

Inducers of CYP3A4 may increase the metabolism of sirolimus and decrease sirolimus blood levels
(e.g., St. John's Wort (Hypericum perforatum), anticonvulsants: carbamazepine, phenobarbital,
phenytoin).

Although sirolimus inhibits human liver microsomal cytochrome Paso CYP2C9, CYP2C19, CYP2D6,
and CYP3A4/5 in vitro, the active substance is not expected to inhibit the activity of these isozymes
in vivo since the sirolimus concentrations necessary to produce inhibition are much higher than those
observed in patients receiving therapeutic doses of Rapamune. Inhibitors of P-gp may decrease the
efflux of sirolimus from intestinal cells and increase sirolimus levels.

Grapefruit juice affects CYP3A4-mediated metabolism, and should therefore be avoided.

Pharmacokinetic interactions may be observed with gastrointestinal prokinetic agents, such as
cisapride and metoclopramide.

No clinically significant pharmacokinetic interaction was observed between sirolimus and any of the
following substances: acyclovir, atorvastatin, digoxin, glibenclamide, methylprednisolone, nifedigﬂirgg,m_
prednisolone, and trimethoprim/sulfamethoxazole. S a
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Paediatric population

Interaction studies have only been performed in adults.
4.6  Fertility, pregnancy and lactation

Women of childbearing potential

Effective contraception must be used during Rapamune therapy and for 12 weeks after Rapamune has
been stopped (see section 4.5).

Pregnancy

There are no or limited amount of data from the use of sirolimus in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.
Rapamune should not be used during pregnancy unless clearly necessary. Effective contraception must
be used during Rapamune therapy and for 12 weeks after Rapamune has been stopped.

Breast-feeding

Following administration of radiolabelled sirolimus, radioactivity is excreted in the milk of lactating
rats. It is unknown whether sirolimus is excreted in human milk. Because of the potential for adverse
reactions in breast-fed infants from sirolimus, breast-feeding should be discontinued during treatment
with Rapamune.

Fertility

Impairments of sperm parameters have been observed among some patients treated with Rapamune.
These effects have been reversible upon discontinuation of Rapamune in most cases (see section 5.3).

4,7 Effects on ability to drive and use machines

Rapamune has no known influence on the ability to drive and use machines. No studies on the effects
on the ability to drive and use machines have been performed.

4.8 TUndesirable effects

Undesirable effects observed with prophylaxis of organ rejection in renal transplantation

The most commonly reported adverse reactions (occurring in >10% of patients) are
thrombocytopaenia, anaemia, pyrexia, hypertension, hypokalaemia, hypophosphataemia, urinary tract
infection, hypercholesterolaemia, hyperglycaemia, hypertriglyceridaemia, abdominal pain,
lymphocoele, peripheral oedema, arthralgia, acne, diarrhoea, pain, constipation, nausea, headache,
increased blood creatinine, and increased blood lactate dehydrogenase (LDH).

The incidence of any adverse reaction(s) may increase as the trough sirolimus level increases.

The following list of adverse reactions is based on experience from clinical studies and on
postmarketing experience.

Within the system organ classes, adverse reactions are listed under headings of frequency (number of
patients expected to experience the reaction), using the following categories: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); not known
(cannot be estimated from the available data).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

10




Most patients were on immunosuppressive regimens, which included Rapamune in combination with
other immunosuppressive agents.

System organ Very common Common Uncommon Rare Frequenc—y‘
class z1/10) (=1/100 to (>1/1,000 to | (=1/10,000 | not known
<1/10) <1/100) to (cannot be
<1/1,000) | estimated
from
available
data)
Infections and Pneumonia; Sepsis; Clostridium
infestations Fungal infection; | Pyelonephritis; | difficile colitis;
Viral infection; Cytomegalo- Mycobacterial
Bacterial virus infection; | infection
infection; Herpes zoster | (including
Herpes simplex | caused by the tuberculosis);
infection; varicella zoster | Epstein-Barr
Urinary tract virus virus infection
infection
Neoplasms Non- Lymphoma*; Neuroendo
benign, melanoma skin | Malignant crine
malignant and cancer* melanoma*; carcinoma
unspecified Post transplant of the
(including cysts lympho- skin*
and polyps) proliferative
disorder
Blood and Thrombo- Haemolytic Pancytopaenia;
lymphatic cytopaenia; uraemic Thrombotic
system Anaemia; syndrome; thrombo-
disorders Leucopenia Neutropaenia | cytopaenic
purpura
Immune system Hyper-
disorders sensitivity
(including
angioedema,
anaphylactic
reaction, and
anaphylactoid
reaction)
Metabolism and | Hypokalaemia;
nutrition Hypophos-
disorders phataemia;
Hyperlipidaemia
(including
hypercholesterol-
aemia);
Hyperglycaemia;
Hyper-
triglyceridaemia;
Diabetes mellitus
Nervous system | Headache Posterior
disorders reversible
encephalo-
pathy

syndrome

1
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System organ Very common Common Uncommon Rare Frequency
class (=1/10) (=1/100 to (=1/1,000 to | (>1/10,000 | not known
<1/10) <1/100) to (cannot be
<1/1,000) | estimated
from
available
data)
Cardiac Tachycardia Pericardial
disorders effusion
Vascular Hypertension; Venous Lymphoedema
disorders Lymphocele thrombosis
(including
deep vein
thrombosis)
Respiratory, Pulmonary Pulmonary Alveolar
thoracic and embolism; haemorrhage proteinosis
mediastinal Pneumonitis*;
disorders Pleural
effusion;
Epistaxis
Gastrointestinal | Abdominal pain; | Pancreatitis;
disorders Constipation; Stomatitis;
Diarrhoea; Ascites
Nausea
Hepatobiliary Liver function Hepatic
disorders test abnormal failure*
(including
alanine
aminotransferase
increased and
aspartate amino-
transferase
increased)
Skin and Rash; Dermatitis Hypersen-
subcutaneous Acne exfoliative sitivity
tissue disorders vasculitis
Musculoskeletal | Arthralgia Osteonecrosis
and connective
tissue disorders
Renal and Proteinuria Nephrotic
urinary syndrome (see
disorders section 4.4);
Focal
segmental
glomerulo-
sclerosis*
Reproductive Menstrual Ovarian cyst
system and disorder
breast disorders | (including
amenorrhoea and
menorrhagia)
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System organ Very common Common Uncommon Rare Frequency
class (=1/10) (=1/100 to (>1/1,000 to (=1/10,000 | not known
<1/10) <1/100) to (cannot be
<1/1,000) | estimated
from
available
data)
General Oedema;
disorders and Oedema

administration peripheral;

site conditions | Pyrexia;

Pain;

Impaired
healing*
Investigations Blood lactate
dehydrogenase
increased;
Blood creatinine
increased

*See section below.

Description of selected adverse reactions

Immunosuppression increases the susceptibility to the development of lymphoma and other
malignancies, particularly of the skin (see section 4.4).

Cases of BK virus-associated nephropathy, as well as cases of JC virus-associated progressive
multifocal leukoencephalopathy (PML), have been reported in patients treated with
immunosuppressants, including Rapamune.

Hepatoxicity has been reported. The risk may increase as the trough sirolimus level increases. Rare
reports of fatal hepatic necrosis have been reported with elevated trough sirolimus levels.

Cases of interstitial lung disease (including pneumonitis and infrequently bronchiolitis obliterans
organising pneumonia (BOOP) and pulmonary fibrosis), some fatal, with no identified infectious
aetiology have occurred in patients receiving immunosuppressive regimens including Rapamune. In
some cases, the interstitial lung disease has resolved upon discontinuation or dose reduction of
Rapamune. The risk may be increased as the trough sirolimus level increases.

Impaired healing following transplant surgery has been reported, including fascial dehiscence,
incisional hernia, and anastomotic disruption (e.g., wound, vascular, airway, ureteral, biliary).

Impairments of sperm parameters have been observed among some patients treated with Rapamune.
These effects have been reversible upon discontinuation of Rapamune in most cases (see section 5.3).

In patients with delayed graft function, sirolimus may delay recovery of renal function.

The concomitant use of sirolimus with a calcineurin inhibitor may increase the risk of calcineurin
inhibitor-induced HUS/TTP/TMA.

Focal segmental glomerulosclerosis has been reported.
There have also been reports of fluid accumulation, including peripheral oedema, lymphoedema,

pleural effusion and pericardial effusions (including haemodynamically significant effusions in
children and adults) in patients receiving Rapamune.

13




57

In a study evaluating the safety and efficacy of conversion from calcineurin inhibitors to sirolimus
(target levels of 12-20 ng/mL in maintenance renal transplant patients, enrollment was stopped in the
subset of patients (n=90) with a baseline glomerular filtration rate of less than 40 mL/min (see
section 5.1). There was a higher rate of serious adverse events, including pneumonia, acute rejection,
graft loss and death, in this sirolimus treatment arm (n=60, median time post-transplant 36 months).

Ovarian cysts and menstrual disorders (including amenorrhoea and menorrhagia) have been reported.
Patients with symptomatic ovarian cysts should be referred for further evaluation. The incidence of
ovarian cysts may be higher in premenopausal females compared to postmenopausal females. In some
cases, ovarian cysts and these menstrual disorders have resolved upon discontinuation of Rapamune.

Paediatric population

Controlled clinical studies with posology comparable to that currently indicated for the use of
Rapamune in adults have not been conducted in children or adolescents below 18 years of age).

Safety was assessed in a controlled clinical study enrolling renal transplant patients below 18 years of
age considered of high immunologic risk, defined as a history of one or more acute allograft rejection
episodes and/or the presence of chronic allograft nephropathy on a renal biopsy (see section 5.1). The
use of Rapamune in combination with calcineurin inhibitors and corticosteroids was associated with
an increased risk of deterioration of renal function, serum lipid abnormalities (including, but not
limited to, increased serum triglycerides and cholesterol), and urinary tract infections. The treatment
regimen studied (continuous use of Rapamune in combination with calcineurin inhibitor) is not
indicated for adult or paediatric patients (see section 4.1).

In another study enrolling renal transplant patients 20 years of age and below that was intended to
assess the safety of progressive corticosteroid withdrawal (beginning at six months
post-transplantation) from an immunosuppressive regimen initiated at transplantation that included
full-dose immunosuppression with both Rapamune and a calcineurin inhibitor in combination with
basiliximab induction, of the 274 patients enrolled, 19 (6.9%) were reported to have developed
post-transplant lymphoproliferative disorder (PTLD). Among 89 patients known to be Epstein-Barr
virus (EBV) seronegative prior to transplantation, 13 (15.6%) were reported to have developed PTLD.
All patients who developed PTLD were aged below 18 years.

There is insufficient experience to recommend the use of Rapamune in children and adolescents (see
section 4.2).

Undesirable effects observed with patients with S-LAM

Safety was assessed in a controlled study involving 89 patients with LAM, of which 81 patients had
S-LAM and 42 of whom were treated with Rapamune (see section 5.1). The adverse drug reactions
observed in patients with S-LAM were consistent with the known sa fety profile of the product for the
indication prophylaxis of organ rejection in renal transplantation with the addition of weight
decreased, which was reported in the study at a greater incidence with Rapamune when compared to
that observed with placebo (common, 9.5% vs. common, 2.6%).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
At present, there is minimal experience with overdose. One patient experienced an episode of atrial

fibrillation after ingestion of 150 mg of Rapamune. In general, the adverse effects of overdose are
consistent with those listed in section 4.8. General supportive measures should be initiated in all cases

14




58

of overdose. Based on the poor aqueous solubility and high erythrocyte and plasma protein binding of
Rapamune, it is anticipated that Rapamune will not be dialysable to any significant extent.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunosuppressants, ATC code: LO4AHO1.

Sirolimus inhibits T-cell activation induced by most stimuli, by blocking calcium-dependent and
calcium-independent intracellular signal transduction. Studies demonstrated that its effects are
mediated by 2 mechanism that is different from that of ciclosporin, tacrolimus, and other
immunosuppressive agents. Experimental evidence suggests that sirolimus binds to the specific
cytosolic protein FKPB-12, and that the FKPB 12-sirolimus complex inhibits the activation of the
mammalian Target Of Rapamycin (mTOR), a critical kinase for cell cycle progression. The inhibition
of mTOR results in blockage of several specific signal transduction pathways. The net result is the
inhibition of lymphocyte activation, which results in immunosuppression.

In animals, sirolimus has a direct effect on T- and B-cell activation, suppressing immune-mediated
reactions, such as allograft rejection.

LAM involves lung tissue infiltration with smooth muscle-like cells that harbour inactivating
mutations of the tuberous sclerosis complex (TSC) gene (LAM cells). Loss of TSC gene function
activates the mTOR signaling pathway, resulting in cellular proliferation and release of
lymphangiogenic growth factors. Sirolimus inhibits the activated mTOR pathway and thus the
proliferation of LAM cells.

Clinical studies

Prophvlaxis of Organ Rejection

Patients at low to moderate immunological risk were studied in the phase 3 ciclosporin
elimination-Rapamune maintenance study, which included patients receiving a renal allograft from a
cadaveric or living donor. In addition, re-transplant recipients whose previous grafts survived for at
least 6 months after transplantation were included. Ciclosporin was not withdrawn in patients
experiencing Banff Grade 3 acute rejection episodes, who were dialysis-dependent, who had a serum
creatinine higher than 400 pmol/L, or who had inadequate renal function to support ciclosporin
withdrawal. Patients at high immunological risk of graft loss were not studied in sufficient number in
the ciclosporin elimination-Rapamune maintenance studies and are not recommended for this
treatment regimen.

At 12, 24 and 36 months, graft and patient survival were similar for both groups. At 48 months, there
was a statistically significant difference in graft survival in favour of the Rapamune following
ciclosporin elimination group compared to the Rapamune with ciclosporin therapy group (including
and excluding loss to follow-up). There was a significantly higher rate of first biopsy-proven rejection
in the ciclosporin elimination group compared to the ciclosporin maintenance group during the period
post-randomisation to 12 months (9.8% vs. 4.2%, respectively). Thereafter, the difference between the
two groups was not significant.

The mean calculated glomerular filtration rate (GFR) at 12, 24, 36, 48 and 60 months was significantly
higher for patients receiving Rapamune following ciclosporin elimination than for those in the
Rapamune with ciclosporin therapy group. Based upon the analysis of data from 36 months and

beyond, which showed a growing difference in graft survival and renal function, as well as

significantly lower blood pressure in the ciclosporin elimination group, it was decided to discontinue
subjects from the Rapamune with ciclosporin group. By 60 months, the incidence of non-skin
malignancies was significantly higher in the cohort who continued ciclosporin as compared with E‘hi’ .

e e )
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cohort who had ciclosporin withdrawn (8.4% vs. 3.8%, respectively). For skin carcinoma, the median
time to first occurrence was significantly delayed.

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal
transplant patients (6-120 months after transplantation) was assessed in a randomised, multicentre,
controlled trial, stratified by calculated GFR at baseline (20-40 mL/min vs. above 40 mL/min).
Concomitant immunosuppressive agents included mycophenolate mo fetil, azathioprine, and
corticosteroids. Enrollment in the patient stratum with baseline calculated GFR below40 mL/min was
discontinued due to an imbalance in safety events (see section 4.8).

In the patient stratum with baseline calculated GFR above 40 mL/min, renal function was not
improved overall. The rates of acute rejection, graft loss, and death were similar at 1 and 2 years.
Treatment emergent adverse events occurred more frequently during the first 6 months after
Rapamune conversion. In the stratum with baseline calculated GFR above 40 mL/min, the mean and
median urinary protein to creatinine ratios were significantly higher in the Rapamune conversion
group as compared to those of the calcineurin inhibitors continuation group at 24 months (see
section 4.4). New onset nephrosis (nephrotic syndrome) was also reported (see section 4.8).

At 2 years, the rate of non-melanoma skin malignancies was significantly lower in the Rapamune
conversion group as compared to the calcineurin inhibitors continuation group (1.8% and 6.9%). In a
subset of the study patients with a baseline GFR above 40 mL/min and normal urinary protein
excretion, calculated GFR was higher at 1 and 2 years in patients converted to Rapamune than for the
corresponding subset of calcineurin inhibitor continuation patients. The rates of acute rejection, graft
loss, and death were similar, but urinary protein excretion was increased in the Rapamune treatment
arm of this subset.

In an open-label, randomised, comparative, multi-centre study where renal transplant patients were
either converted from tacrolimus to sirolimus 3 to $ months post-transplant or remained on tacrolimus,
there was no significant difference in renal function at 2 years. There were more adverse events
(99.2% vs. 91.1%, p=0.002*) and more discontinuations from the treatment due to adverse events
(26.7% vs. 4.1%, p<0.001*) in the group converted to sirolimus compared to the tacrolimus group.
The incidence of biopsy confirmed acute rejection was higher (p=0.020%*) for patients in the sirolimus
group (11, 8.4%) compared to the tacrolimus group (2, 1.6%) through 2 years; most rejections were
mild in severity (8 of 9 [89%)] T-cell BCAR, 2 of 4 [50%] antibody mediated BCAR) in the sirolimus
group. Patients who had both antibody-mediated rej ection and T-cell-mediated rejection on the same
biopsy were counted once for each category. More patients converted to sirolimus developed new
onset diabetes mellitus defined as 30 days or longer of continuous or at least 25 days non-stop
(without gap) use of any diabetic treatment after random isation, a fasting glucose >126 mg/dL or a
non-fasting glucose >200 mg/dL after randomisation (18.3% vs. 5.6%, p=0.025%). A lower incidence
of squamous cell carcinoma of the skin was observed in the sirolimus group (0% vs. 4.9%). *Note:
p-values not controlled for multiple testing.

In two multi-centre clinical studies, de novo renal transplant patients treated with sirolimus,
mycophenolate mofetil (MMF), corticosteroids, and an IL-2 receptor antagonist had significantly
higher acute rejection rates and numerically higher death rates compared to patients treated with a
calcineurin inhibitor, MMF, corticosteroids, and an IL-2 receptor antagonist (see section 4.4). Renal
function was not better in the treatment arms with de novo sirolimus without a calcineurin inhibitor.
An abbreviated dosing schedule of daclizumab was used in one of the studies.

In a randomised, comparative evaluation of ramipril versus placebo for the prevention of proteinuria in
kidney transplant patients converted from calcineurin inhibitors to sirolimus, a difference in the
number of patients with BCAR through 52 weeks was observed [13 (9.5%) vs. 5 (3.2%), respectively;
p=0.073]. Patients initiated on ramipril 10 mg had a higher rate of BCAR (15%) compared to patients
initiated on ramipril 5 mg (5%). Most rejections occurred within the first six months following
conversion and were mild in severity; no graft losses were reported during the study (see section 4.4).
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Sporadic Lymphangioleiomyomatosis (S-LAM) Patients

The safety and efficacy of Rapamune for treatment of S-LAM were assessed in a randomised,
double-blind, multicentre, controlled trial. This study compared Rapamune (dose adjusted to

5-15 ng/mL) with placebo for a 12-month treatment period, followed by a 12-month observation
period in patients with TSC-LAM or S-LAM. Ei ghty-nine (89) patients were enrolled at 13 study sites
in the United States, Canada, and Japan of which 81 patients had S-LAM; of these patients with
S-LAM, 39 were randomised to receive placebo and 42 to receive Rapamune. The key inclusion
criteria was post-bronchodilator forced expiratory volume in 1 second (FEV1) <70% of predicted
during the baseline visit. In patients with S-LAM, enrolled patients had moderately advanced lung
disease, with baseline FEV1 of 49.2+13.6% (mean +SD) of the predicted value. The primary endpoint
was the difference between the groups in the rate of change (slope) in FEVI. During the treatment
period in patients with S-LAM, the mean =SE FEV1 slope was -12+2 mL per month in the placebo
group and 0.3£2 mL per month in the Rapamune group (p<0.001). The absolute between-group
difference in the mean change in FEV1 during the treatment period was 152 mL, or approximately
11% of the mean FEV1 at enrollment.

As compared with the placebo group, the sirolimus group had improvement from baseline to

12 months in measures of forced vital capacity (-12+3 vs. 743 mL per month, respectively, p<0.001),
serum vascular endothelial growth factor D (VEGF-D; -8.6+15.2 vs. -85.3£14.2 pg/mL per month,
respectively, p<0.001), and quality of life (Visual Analogue Scale — Quality of Life [VAS-QOL]
score: -0.3+0.2 vs. 0.4::0.2 per month, respectively, p=0.022) and functional performance
(-0.009:0.005 vs. 0.004-:0.004 per month, respectively, p=0.044) in patients with S-LAM. There was
no significant between-group difference in this interval in the change in functional residual capacity,
6-minute walk distance, diffusing capacity of the lung for carbon monoxide, or general well-being
score in patients with S-LAM.

Paediatric population

Rapamune was assessed in a 36-month controlled clinical study enrolling renal transplant patients
below 18 years of age considered at high-immunologic risk, defined as having a history of one or more
acute allograft rejection episodes and/or the presence of chronic allograft nephropathy on a renal
biopsy. Subjects were to receive Rapamune (sirolimus target concentrations of 5 to 15 ng/mL) in
combination with a calcineurin inhibitor and corticosteroids or to receive calcineurin-inhibitor-based
immunosuppression without Rapamune. The Rapamune group failed to demonstrate superiority to the
control group in terms of the first occurrence of biopsy confirmed acute rejection, graft loss, or death.
One death occurred in each group. The use of Rapamune in combination with calcineurin inhibitors
and corticosteroids was associated with an increased risk of deterioration of renal function, serum lipid
abnormalities (including, but not limited to, increased serum triglycerides and total cholesterol), and
urinary tract infections (see section 4.8).

An unacceptably high frequency of PTLD was seen in a paediatric clinical transplant study when
full-dose Rapamune was administered to children and adolescents in addition to full-dose calcineurin
inhibitors with basiliximab and corticosteroids (see section 4.8).

In a retrospective review of hepatic veno-occlusive disease (VOD) in patients who underwent
myeloablative stem cell transplantation using cyclosphophamide and total body irradiation, an
increased incidence of hepatic VOD was observed in patients treated with Rapamune, especially with
concomitant use of methotrexate.

5.2 Pharmacokinetic properties
Much of the general pharmacokinetic information was obtained using the Rapamune oral solution,

which is summarised first. Information directly related to the tablet formulation is summarised
specifically in the Oral tablet section.

17




61

Oral solution

Following administration of the Rapamune oral solution, sirolimus is rapidly absorbed, with a time to
peak concentration of 1 hour in healthy subjects receiving single doses and 2 hours in patients with
stable renal allografts receiving multiple doses. The systemic availability of sirolimus in combination
with simultaneously administered ciclosporin (Sandimune) is approximately 14%. Upon repeated
administration, the average blood concentration of sirolimus is increased approximately 3-fold. The
terminal half-life in stable renal transplant patients after multiple oral doses was 62 + 16 hours. The
effective half-life, however, is shorter and mean steady-state concentrations were achieved after 5 to
7 days. The blood to plasma ratio (B/P) of 36 indicates that sirolimus is extensively partitioned into
formed blood elements.

Sirolimus is a substrate for both cytochrome P450 IIIA4 (CYP3A4) and P-glycoprotein. Sirolimus is
extensively metabolised by O-demethylation and/or hydroxylation. Seven major metabolites,
including hydroxyl, demethyl, and hydroxydemethyl, are identifiable in whole blood. Sirolimus is the
major component in human whole blood and contributes to greater than 90% of the
immunosuppressive activity. After a single dose of ['C] sirolimus in healthy volunteers, the

majority (91.1%) of radioactivity was recovered from the faeces, and only a minor amount (2.2%) was
excreted in urine.

Clinical studies of Rapamune did not include a sufficient number of patients above 65 years of age to
determine whether they will respond differently than younger patients. Sirolimus trough concentration
data in 35 renal transplant patients above 65 years of age were similar to those in the adult population
(n=822) from 18 to 65 years of age.

In paediatric patients on dialysis (30% to 50% reduction in glomerular filtration rate) within age
ranges of 5 to 11 years and 12 to 18 years, the mean weight-normalised CL/F was larger for younger
paediatric patients (580 mL/h/kg) than for older paediatric patients (450 mL/hkg) as compared with
adults (287 mL/h/kg). There was a large variability for individuals within the age groups.

Sirolimus concentrations were measured in concentration-controlled studies of paediatric
renal-transplant patients who were also receiving ciclosporin and corticosteroids. The target for trough
concentrations was 10-20 ng/mL. At steady-state, 8 children aged 6-11 years received mean *+ SD
doses of 1.75 + 0.71 mg/day (0.064 + 0.018 mg/kg, 1.65 + 0.43 mg/m?) while 14 adolescents aged
12-18 years received mean * SD doses of 2.79 £ 1.25 mg/day (0.053 = 0.0150 mg/kg,

1.86 + 0.61 mg/m?). The younger children had a higher weight-normalised CL/F (214 mL/h/kg)
compared with the adolescents (136 mL/h/kg). These data indicate that younger children might require
higher bodyweight-adjusted doses than adolescents and adults to achieve similar target concentrations.
However, the development of such special dosing recommendations for children requires more data to
be definitely confirmed.

In mild and moderate hepatically impaired patients (Child-Pugh classification A or B), mean values
for sirolimus AUC and t;» were increased 61% and 43%, respectively, and CL/F was decreased 33%
compared to normal healthy subjects. In severe hepatically impaired patients (Child-Pugh
classification C), mean values for sirolimus AUC and ti» were increased 210% and 170%,
respectively, and CL/F was decreased by 67% compared to normal healthy subjects. The longer
half-lives observed in hepatically impaired patients delay reaching steady-state.

Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetics of sirolimus were similar in various populations, with renal function ranging
from normal to absent (dialysis patients).

Oral tablet

The 0.5 mg tablet is not fully bioequivalent to the 1 mg, 2 mg and 5 mg tablets when comparing Crax.
Multiples of the 0.5 mg tablets should therefore not be used as a substitute for other tablet strengt}‘ls. :

T
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In healthy subjects, the mean extent of bioavailability of sirolimus after single-dose administration of
the tablet formulation is about 27% higher relative to the oral solution. The mean Crax Was decreased
by 35%, and mean tmax increased by 82%. The difference in bioavailability was less marked upon
steady-state administration to renal transplant recipients, and therapeutic equivalence has been
demonstrated in a randomised study of 477 patients. When switching patients between oral solution
and tablet formulations, it is recommended to give the same dose and to verify the sirolimus trough
concentration 1 to 2 weeks later to assure that it remains within recommended target ranges. Also,
when switching between different tablet strengths, verification of trough concentrations is
recommended.

In 24 healthy volunteers receiving Rapamune tablets with a high-fat meal, Cmax, tmax and AUC showed
increases of 65%, 32%, and 23%, respectively. To minimise variability, Rapamune tablets should be
taken consistently with or without food. Grapeftruit juice affects CYP3A4-mediated metabolism and
must, therefore, be avoided.

Sirolimus concentrations, following the administration of Rapamune tablets (5 mg) to healthy subjects
as single doses are dose proportional between 5 and 40 mg.

Clinical studies of Rapamune did not include a sufficient number of patients above 65 years of age to
determine whether they will respond differently than younger patients. Rapamune tablets administered
to 12 renal transplant patients above 65 years of age gave similar results to adult patients (n=167) 18 to
65 years of age.

Initial Therapy (2 to 3 months post-transplant): In most patients receiving Rapamune tablets with a
loading dose of 6 mg followed by an initial maintenance dose of 2 mg, whole blood sirolimus trough
concentrations rapidly achieved steady-state concentrations within the recommended target range (4 to
12 ng/mL, chromatographic assay). Sirolimus pharmacokinetic parameters following daily doses of

2 mg Rapamune tablets administered in combination with ciclosporin microemulsion (4 hours prior to
Rapamune tablets) and corticosteroids in 13 renal transplant patients, based on data collected at
months 1 and 3 after transplantation, were: Crinss 7.39 £ 2.18 ng/mL; Craxss 15.0 £4.9 ng/mL; tmaxss
3.46 + 2.40 hours; AUC: 5 230 + 67 ng.vmL; CL/F/WT, 139 + 63 mL/h/kg (parameters calculated
from LC-MS/MS assay results). The corresponding results for the oral solution in the same clinical
study were Crin,ss 5.40 £ 2.50 ng/mL, Craxss 14.4 £5.3 ng/mL, tmaxss 2.12 £ 0.84 hours, AUC.ss

194 + 78 ng.vmL, CL/F/W 173 + 50 mL/lvkg. Whole blood trough sirolimus concentrations, as
measured by LC/MS/MS, were significantly correlated (r*=0.85) with AUC:s,.

Based on monitoring in all patients during the period of concomitant therapy with ciclosporin, mean
(10™, 90™ percentiles) troughs (expressed as chromatographic assay values) and daily doses were
8.6 3.0 ng/mL (5.0 to 13 ng/mL) and 2.1 £ 0.70 mg (1.5 to 2.7 mg), respectively (see section 4.2).

Maintenance therapy: From month 3 to month 12, following discontinuation of ciclosporin, mean
(10™, 90t percentiles) troughs (expressed as chromatographic assay values) and daily doses were

19+ 4.1 ng/mL (14 to 24 ng/mL) and 8.2 + 4.2 mg (3.6 to 13.6 mg), respectively (see section 4.2).
Therefore, the sirolimus dose was approximately 4-fold higher to account for both the absence of the
pharmacokinetic interaction with ciclosporin (2-fold increase) and the augmented immunosuppressive
requirement in the absence of ciclosporin (2-fold increase).

Lymphangioleiomyomatosis (LAM)

In a clinical trial of patients with LAM, the median whole blood sirolimus trough concentration after
3 weeks of receiving sirolimus tablets at a dose of 2 mg/day was 6.8 ng/mL (interquartile range 4.6 to
9.0 ng/mL; n=37). With concentration-control (target concentrations 5 to 15 ng/mL), the median
sirolimus concentration at the end of 12 months of treatment was 6.8 ng/mL (interquartile range 5.9to
8.9 ng/mL; n=37).
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5.3 Preclinical safety data

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use, were as follows: pancreatic islet
cell vacuolation, testicular tubular degeneration, gastrointestinal ulceration, bone fractures and
calluses, hepatic haematopoiesis, and pulmonary phospholipidosis.

Sirolimus was not mutagenic in the in vitro bacterial reverse mutation assays, the Chinese Hamster
Ovary cell chromosomal aberration assay, the mouse lymphoma cell forward mutation assay, or the
in vivo mouse micronucleus assay.

Carcinogenicity studies conducted in mouse and rat showed increased incidences of lymphomas (male
and female mouse), hepatocellular adenoma and carcinoma (male mouse) and granulocytic leukaemia
(female mouse). It is known that malignancies (lymphoma) secondary to the chronic use of
immunosuppressive agents can occur and have been reported in patients in rare instances. In mouse,
chronic ulcerative skin lesions were increased. The changes may be related to chronic
immunosuppression. In rat, testicular interstitial cell adenomas were likely indicative of a
species-dependent response to lutenising hormone levels and are usually considered of limited clinical
relevance.

In reproduction toxicity studies decreased fertility in male rats was observed. Partly reversible
reductions in sperm counts were reported in a 13-week rat study. Reductions in testicular weights ‘
and/or histological lesions (e.g., tubular atrophy and tubular giant cells) were observed in rats and in a
monkey study. In rats, sirolimus caused embryo/foetotoxicity that was manifested as mortality and
reduced foetal weights (with associated delays in skeletal ossification) (see section 4.6).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet core:

Lactose monohydrate
Macrogol
Magnesium stearate
Talc

Tablet coating:

Rapamune 0.5 mg coated tablets
Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Yellow iron oxide (E172)
Brown iron oxide (E172)
Poloxamer 188

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution,
Simethicone)
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Rapamune 1 mg coated tablets
Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Poloxamer 188

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution,
Simethicone)

Rapamune 2 mg coated tablets
Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Yellow iron oxide (E172)
Brown iron oxide (E172)
Poloxamer 188

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution,
Simethicone)

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

Rapamune 0.5 mg coated tablets
3 years.

Rapamune 1 mg coated tablets
3 years.

Rapamune 2 mg coated tablets
3 years.

6.4 Special precautions for storage
Do not store above 25°C.

Keep the blister in the outer carton in order to protect from light.
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6.5 Nature and contents of container

Clear polyvinyl chloride (PVC)/polyethylene (PE)/polychlorotrifluoroethylene (Aclar) aluminium
blister packages of 30 and 100 tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles
Belgium

8. MARKETING AUTHORISATION NUMBER(S)

Rapamune 0.5 mg coated tablets
EU/1/01/171/013-14

Rapamune 1 mg coated tablets
EU/1/01/171/007-8

Rapamune 2 mg coated tablets
EU/1/01/171/009-010

9, DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 13 March 2001

Date of latest renewal: 13 March 2011

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.curopa.eu.
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