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Peecrpauiiine nocBinuenns

Ne gﬁ//ﬁw (2t fof

Ilepeknan ykpaiHCHKOIO MOBOI, aBTEHTHUHICTE AKOTO MiATBEp/DKEHA 3assBHUKOM abo HOro
YIOBHOBaXXCHOIO 0C000F0, IHCTPYKIi IIpo 3acTOCyBaHHs JTKapchKOro 3acody abo iHpopMmartii mpo
3aCTOCYBaHHA JKapChKOTO 3acoly, 3aTBepIuKeHOT BIATOBITHO /IO HOPMATHBHUX BHMOT KpaiHu
3asBHUKa/BupobHuKa a6o KpaiHH, PETyIATOPHUI OpraH sKoi KEpYETbCA BUCOKUMHM CTaHAApPTAMH
AKOCTI, IO BiAMOBiNAIOTH CTaHlapTaM, pexomengoBanuM BOO3, ta/a6o 3rigmo 3 pe3yJibTaTaMu
KIIHIYHEX BUIPOOYBAHb, 3aCBiTucHMIL MNACOM YIIOBHOBAKEHOI 0COOH, IO BHCTYIIA€ BiJ IMEHi
3agBHuKa (JIncToK-BKIAXMMI: inpopmanis xus naunieHTa).

3asBHUK, Hdaiizep Eitu. Ci. ITi. Kopropeiimn, CIIIA /
KpaiHa: Pfizer H.C.P. Corporation, USA

Bupo6uuk, Ilpaiizep Mentogpexuypunr okturenn 'm6X, HiMewunna/
Kpaina: Pfizer Manufacturing Deutschland GmbH, Germany

(nepeunne ma émopunne naxyeannus, MeCMY6anHa 2006020 NiKaApPCLKO20 3acoby,
sunyck cepii)

Anxepmec Qapma Ipmampis, Ipnangis / Alkermes Pharma Ireland, Ireland
(6upobruymeo ma mecmyeannus MKAPCvk020 3acoby in bulk npu suUnycky)

I1daiizep Ipnangis ®Gapmacerotikans, Ipmannis/ Pfizer Ireland Pharmaceuticals,
Ireland (mecmysanns CUPONIMYC HAaHOCUCMeMU OUChepCHOY, 8UPOOHUYMEBO in
bulk;, mecmysanns zomoeozo NIKApCLKO20 3006y, naxkyeanns ma sunyck cepii)

Panamyn / Rapamune®
TabneTku, BKkpHTi 060710HKOI0 110 1 MT y 6micrepax Nel0x10
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Incrpykuis 3 mexuunoro 3CTOCYBaHHS JIIKAPCHKOI0 3200y (mucTOK-BKIaAKa):
inpopmauis 1st KopueTyBaya

Panamyn 0,5 mr Ta0JIeTKH, BKPHTI 06010HKO010
Panamyn 1 mr ta6aerkn, BKPHTI 000JI0HK0I0
Panamyn 2 mr tabaerkn, BKPHTI 000J10HK010

CHPOTIMYC

YBaxkno npounTaiite Bcro iHCTPYKIi0 3 MeAHIHOrO 3aCTOCYBaHHS Nepead THM, SK M0YaTH
NPHHOM JAHOT0 Npenapary, 0CKiJIbKH BOHA MIiCTHTE BA/KJIMBY Uit Bac iHdopMmaniro.
— 30epesxiTh IO IHCTPYKILiFO. MoxmBo, Bam noBeneThes IPOYHTATH i1 e pas.
— JIKmo y Bac BHHUKHYTS Oy ap-sKi TIHTAHHS, 3BEPHITECS /10 CBOTO JIiKaps a6o dhapmalepTa.
— leii mikapcekuii 3aci6 6y NpuU3HavYeHui BaM. He mepenamaiite ioro immrmm ocobawm,
HABITh SIKINO TXHI CHMIITOMH € TAKHMH K, 5IK | Y Bac, OCKITBKY Lie MOKe iM HAIIKOIHUTH.
— JSxkmo y Bac BHHHMKIM [OGigHi ebeKTH, TpPOKOHCYNBTYiiTeC 3 mikapeMm a6o
(apmaneBTOM, HaBiTH KO Te MOGIUH edexTH, sKMX HeMmae B miif iHCTpYKWii. JIuB.
po3ain 4.

3MicT iHCTpYKUii 3 MequuHOrO 3aCTOCYBaHHSH

1. Onne npenapary Panamyn i nokasamus mis iforo BUKODHCTaHHS.
2. o noTpiGHO 3HATH, MepI Hik npuiiMatd Panamys.

3. SIx npuitmaru PamamyH.

4. MoxuBi mo6iuni epexrs.

5. IlpaBuna 36epiranus npenapary Panamys.

6. Ckya/] makoBaHHS Ta 10JaTKOBa iHdopmarris.

1. Onuc npenapaty Panamys i nokazanns AJIst HOT0 BUKOPHCTAHHS

Panamyn mictuts nirouy PEYOBHHY CHUPOJIIMYC, KA HAIEKHUTE 10 TPYIIH JIIKapChKUX 3acO0iB, 110
Ha3HMBAIOTBCSA IMYHOJENPECAHTAMH. IIpeniapar nomomarae koHTpomIORaTH IMyHHY cucTemy
OpraHi3My IIiC/Is IIepecaTky HUPKA.

Panamyn npusnauaerscs AOPOCIIHM  TAIi€HTaM s [podinakTHKH BIATOprHEHHS
TpaHCIIaHTaTa HUPKH | 3a3BUYall BUKOPHUCTOBYETHCS Pa3oM 3 IHIIMME IMYyHOCYHpeCHBHHMH
IpenapaTtaMH, sIKi Ha3WBAIOTHCS KOPTHKOCTepOifaMu, i crodarky (mepmr 2-3 Micsmi) 3
UKJIOCIOPHHOM.

PamamyHn  rtakox BUKOPHUCTOBYETbCS  JUIA  JTKYBaHHS  TALIEHTIB  3i CIIOpagHYHUM
nimbanrioneifomiomatosom (S-LAM) 3 nomipaum 3aXBOPIOBAaHHAM JIETE€HIB ab0 MOpPyIIEHHIM
Gyskuii neremiB. S-LAM — piakicHe mporpecyroue 3aXBOPIOBAHHsI JIETEHIB, sKe Bpaxae
TIEPEBAIKHO JKIHOK PETPOAYKTHBHOTO BiKY. Haiinommpenimum cummromom S-LAM e YTpyJAHEHe
JUXaHHS.

2. o moTpi6Ho 3HaTH, nepm HiK npuiivata Panamys.

npuiimaii : ST

He npuiimaiire PanaMyH. . | f“i «58,.'}‘94‘1 %,
~ VKO Y Bac anepris Ha cuponiMyc a6o Gymb-siky immry PeHORHHY® 1bOF0 Hpemapaty
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Honepemnkenns Ta 3ano6izxui 3axo0am
Ilepen tnm, sk mpuitmati Panamyn, POKOHCYILTYHTECS 3 BALIUM JIiKapeM abo dapMaieBTom.

— Jlkmo y Bac € npo6remu 3 nedinkoro ado Yy Bac 0yJ10 3aXBOPIOBAHHSL, SIKE MOTJIO BPa3HTH
IICYiHKY, TIOBIIOMTE IIPO i€ CBOro JIKAPs, OCKINBEKH Bifl IbOIO 3a/IeHTh BCTAHOBICHHS
ONTUMATILHOI [UIS Bac 03 npenapaty PanmamyH Ta BH3HaueHHS HeoOXiIHOCTi
TIPOBENICHHS I0AATKOBUX aHAIi3iB KPOB.

— Panamyn, gx i immm IMYHOCYIIPECHBHI Mpenapati, Moke 3MeHIIHTH 3JaTHICTh BallIOTo
OpraHi3sMy 6opoTHCS 3 iH(EKIisMH Ta 36115 PHU3HK PO3BUTKY paKy B JIiMQOITHHX
TKaHUHAX Ta Ha IIKipi.

— JSlkmo Bamr ingexc Macu Tina (IMT) nepeumye 30 kr/m?, y Bac Moxe OyTH IigBHICHHH
PHU3HK yCKJIaJIHEHb 3arO€HHS paH.

— JIKIIO BM BBaXKA€TeCh MAIIEHTOM 3 BHCOKHM PH3UKOM BIATOPTHEHHs HUPKH, HAIPHKIAJ,
AKIIO BH IICPEHECIIH TIONEPEIHIO TPAHCILIAHTALIO HUDKH, sika Oyla BigTOprHeHa
OpraHizMoM.

Bam nikap mposene amanizum mis NEPEBIPKH PiBHS Npemapary Panamyn B kposi. Takox Bin
IIpOBEIE OOCTEXEHHS ISl IepeBipKH GyHKIIT HUpOK, WIS BU3HAYCHHS PIBHA TiMiJiB B KpoBi
(xonectepuny Ta/a6o TPUIIHLEPHTIB) Ta, MOXIHBO, Gyskuii newinku mim wyac JTKyBaHHS
npenaparoM Pamamys.

Yepes miIBHINEHUH PU3UK BUHHKHEHHS PaKy IIKIPH CJTil OOMEXUTH BIUIMB HAa BAC COHSYHIX
NPOMEHIB  Ta  yibTpadioneToBoro BUIIPOMIHIOBAHHS, 3aXHIIATH IOKipy  BiANOBiTHHMH
CJACMEHTaMH OJATYy Ta BHMKOPHCTOBYBATH COHIIE3aXHCHHI KPEM 3 BHCOKHM KoedilieHTOM
3aXHCTY.

Hiti Ta migriTku
HMocsix 3acTocyBanus penapaty Pamamyn y niteit Ta ninmiTkis Bikom 1o 18 POKIB OOMEKEHUIH.
He pexomenayerses BUKOPUCTOBYBaTH PamamyH B wiif rpymi mamienTis.

Ilpuiiom npenapaty Panamys 3 inmuvu JIKapCHKHUMU 3acobamMu
Hosimomte cBoro nikaps a6o dbapmanesra, Km0 BH IpUAMaETe, HEMOAABHO NPHAMATH a0o
MO3KeTe NpuiMaTh Oy 1b-ski iHII TikapchKi 3aco6m.

Hesxi nikapeeki 3aco6u MOXKYTb IEPEMKOIKaTH 1il Npemapary Pamamyn, a tomy moxe
3HAJOOHTHCS KOPEKILisl 03H. 30KpeMa, BH [IOBHHHI IT0BiIOMHTH CBOIO nikaps abo dapmarnesTa,
AKILO BU NpUIMAaeTe Oy ab-SKui i3 HACTYIHEX JIKapChKHX 3ac00iB:

— Oynap-skui iHmHH IMyHOCYIIpecHBHUi JIKapChKUH Tpemnapar;

— aHTHOIOTMKH a0 mpOTHrpHGKOBI IpenapaTy, siKi BUKOPHCTOBYIOTBCS IS JTIKyBaHHsS
iHdexuil, HanpukIan KIIAPUTPOMILIMH, epPUTPOMIIIHH, T TPOMIIIHH, TPOJIEAaHAOMIIIUH,
pudabytuH, xiIoTpHMazon, $ykoHason Ta itpakonasonr. He PEKOMEHIy€ThCS TpHIiMaTH
Parnamyn pasom 3 pudamminumom, KCTOKOHA30J10M a00 BOPUKOHA30JIOM;

— Oymb-sKuit  JiKapchKHii TIpenapaT, sKHH BUKOPHCTOBYETHCS OpH  TiJABHIIEHOMY
apTepiaTbHOMY THCKY a60 CCPLCBHX  3aXBOPIOBAHHSX, BKIIOYAIOYM HiKapiIiH,
Bepamnamis Ta JuiTiasem;

AAS_YXPAITY
. . . . ‘fm‘ Y gD a vgf; S .
— HPOTHEIJICIITUYH] JIKapChK1 HpenapaTH, BKIIKOYAarO4YH Kap6aM -'lg; :(%61%963}361T3ﬂ Ta
4 > e ry

GbeHiToin;



ZO9

— JKapchKi mIpenaparH, sKi BHKOPHCTOBYIOTBCSL JUIS JIKYBAaHHS BHPAa3oK abo iHIINX
MpOOJIEM  IIITYHKOBO-KHIIKOBOTO ~ TPAaKTy, Taki sk IHU3anpH], LIUMETUAMH abo
METOKJIOTIPaMIiI;

— OpOMOKpHNTHH (BHKOPUCTOBYETBCS IJis JMKyBaHHA XBopoOM IlapkiHcoma Ta PI3HHX
TOPMOHANILHUX IOPYIICHB), JaHA307 (BUKOPHUCTOBYETHCS I JIKyBaHHS THEKOIOTIYHUX
3aXBOPIOBaHb) ab0 iHTi0iTOpH IpoTeasy (HApHKIa, 1 nikysanus BIJI ta renarury C,
TaKi SK PHTOHABIp, iHAUHABID, Oouenpesip Ta Tenamnpesip).

— 3Bipobilt (Hypericum perforatum).

Ilin wac nikyBaHHS mpemapaTom Pamamyn crin yHukatm BBeleHHs KMBHX BakImH. Ilepen
BAaKIMHALIEIO OBITOMTE CBOTO JiKaps a6o (apmanesTa, Imo Bi npuiimMaere npenapar Panamys.
3acrocyBanns mpernapaty Pamamyn moske IPU3BECTH [0 MHiJBUIICHHS DiBHS XOJIECTEPHHY Ta
TPHUITLLEPUIIB Y KpPOBi (KupiB y KpOBI), 11O MOXe MOTpeOyBaTH JiKYyBaHHs. Jlixapchki
penapary, Bifomi sk "cratuau" ta "¢hiGparu", ski BHKOPHCTOBYIOTHCS /ISl JTIKYBaHHS BHCOKOT'O
PIBHSI XOJIECTEPHHY Ta TPHITILEPHIIB, Oy NOB'S3aHi 3 MiABHINEHMM DPH3UKOM pyWHYBaHHS
M'S30BHX BOJOKOH (pabmomionis). ITosimomTe cBoro JIKapsi, KO B NpHHMacTe TiKapehbki
Tpenaparty 71 3HHKEHHS PiBHSA )KHPY B KPOBI.

OnnoyacHe 3acTocyBaHHS npenapaty PamamyH Ta inri6itopis aHT10TEH3HHIIEPETBOPIOIOYOTO
hepmenty (AIID) (Tun nikapchKuX 3aco6iB, sKi 3aCTOCOBYIOTBCS ISl 3HMXKEHHS apTepiaTbHOTO
THCKY) MOXX€ BUKIMKATH anepriumi peaxuii. [ToBimomMTe cBOro JKaps, SKIIO0 BU NpUiMaere I
Ipernaparq.

IIpuiiom Panamyn 3 i:xero Ta Hanossmu

[Iputimaiite Panamyn 3aBxnu B omHakoBmit croci6: 3 Kero abo Ges Hei. Skmo Bu BiJmaere
epesary npuiiomy PanmamyHy pasoMm 3 i%kelo, BH 3aBKIM ITOBHHH] OpUHMaTH Npenapar 3 Hero.
Skmo Bu Binnaere nepeary mpuitomy Panamyny Ge3 ki, 3aBxau cirig NpUMaTH npenapar 6e3
xi. [xa Moxe sMiHuTH KiTbKicTh Ail040i PEYOBHHHM JKAPCHKOTO Ipernapary, ska HaIXOIUThb y
KpOB, 1 TOMY, NPHIMAIOUH JKH 3aBKIH B OTHAKOBHIL croci6, piBeHs mpenaparty Pamamys y
KPOBI 3Q/THIIA€THCS GBI CTaGiIBHIM.

He npuiimaiite PanamyH 3 coxom rpeiingpyra.

BarirthicTe, 1akTauis Ta pepraiabnicTs
Panamyn me cnin 3actocoByBaty mix yac BariTHOCTI, SIKIIO L€ He € KpaifHb0k0 HeoOXiAHICTIO. Br
TIOBHHHI BHKOPHCTOBYBaTH e(eKTHBHI 3aco0H KOHTpanenuii mig yac nikyBaHHS Hpemapatom
Panamyn Ta mpotsrom 12 TixuiB micis IPUNUHEHHS JIKyBaHHs. SIKIO BU BariTHi a6o romyere
rpyamo, abo jaymaere, IO MOXKeTe OyTH BariTHOI a6o TUIAHY€Te 3aBariTHITH, IIe€pen
34CTOCYBAHHAM IEOT0 NPENApaTy MPOKOHCYIBTYMTECh 31 CBOIM JTiKapeM a6o dapmarieBTOM.
Hesinomo, uu nponnkae mpenapar Pamamyn Y rpyane momnoxo. [lamienTkam, ski nmpuitMaroTs
Panamyn, cnij npunusuTH rofyBanHs rpy mmo.

€ BIIOMOCTI MpO 3MEHINEHHS KilTbKOCTI CIEPMATO30i/IiB I Yac 3acTOCYBaHHS npenapary
Panamyn, sixa 3a3suuait moBepraeThes 110 HOPMa/lbHOTO DIBHS TiC/S NPHIMHEHHS Kypey
JTKYBaHHSI IIPENAPATOM.




KepyBannsi TpaHcnopTHHMH 3ac06amu Ta pobota 3 MexaHizsmMamu
Xo4a 04iKyeTbC, IO JIKYBaHHs MpenapaToM PanamyH He BIUTMHE Ha Ballly 3/1aTHICTH KepyBaTu
TPaHCTIOPTHUM 3ac000M, SIKIIO Y BaC BHHUKHYTH CyMHIBH, 3BCPHITBCA O BALIOIO JIiKaps.

Panamyn micturs 1akrosy Ta caxaposy
Ilpenapar Panamyn mictuts 86,4 Mr nakrosm i no 215,8 ™mr caxaposu. Skmo Bam JiKap
NOBIIOMUB BaM, IO BH MAe€Te HENCPEHOCHMICTh IESKHX IYKpiB, 3BEpPHITBCA 1O HBOTO 3a
OTPUMAHHSM KOHCYNbTAL], eI HiX IpHiiMaTH 1el Ipernapar.

3. Sk npuiiMatu Panamyn

Touno BuxonyiiTe BKa3iBKH mOmO 3aCTOCYBaHHS LUBOTO Npenapary, 3a3HadeHi BallldM JliKapeM.
JIKImo BH CyMHiBaeTecs, 3BEpHITHCS 10 CBOTO mikapst abo ¢dapmanesta me pas. Bam JiKap
BU3HATUTDL TOUHY /103y TIpenapary Pamamyn, Ky BH MOBMHHI mpuiimary, Ta YacTOTy 3 SIKOIO BH
NOBUHHI 1€ poOHTH. TOYHO BUKOHYITE BKa3iBKHM BAlIOro JiKapst 1 HIKONM He 3MiHIOHTe 03y
CaMOCTIHHO.

PanmamyH mnpusHavenuii Timekum s [IepOpalbHOro  3actocyBaHHs. He posmapmioiite, me
PO3XOBYHTe Ta He poanamyire Tabnetkd. [ToBimoMTe CBOro JiKaps, SKIIO y Bac BHHUKIH
TPYAHOILI 3 IPHAOMOM TaOIETKH.

He cnix mpuiimary kinbka Ta6aeTok Pamamyn 0,5 Mr 3amicts Tabnetox 1 Mr ta 2 Mr, OCKinbKH
BOHH HE € IIPSIMO B3a€EMO3aMiHHHMH.

Panamyn 3aB:xu ci1in npuitmaty B 0HaK0BHI cIoci6: 3 Prero a6o 6e3 Hei.

Ilepecanka Hupxu

Bam nixap npusHaunts Bam MOYaTKOBY 103y — 6 MI' SKOMOra IIBHAMIE Micis oreparii 3
TpaHcnnaHTauii Hupku. ITotiM Bam moTpiGHO Oyne mpumitMaTi mo 2 Mr mpemapary Panamyn
IO/, IIOKH JIKap He NPU3HAYMTE BaM iHmme. Bama 1o3a OyZe CKopHroBaHa 3aleKHO Bif piBHS
npenapary Panamyn y xposi. Baur nikap nosunen Oyne 3poOuTH aHaTi3U KPOBi [l BU3HAYCHHS
KOHIIEHTpaLii Ipenapary PamamyH.

Skmo BH Takox mpHitMaeTe LIMKJIOCTIOPHH, BaM IOTPIOHO 3pOOUTH MEPEpBY y MpHifoMi Imx
JIBOX JIIKAPCHKHX TIPENapartiB MPUOIH3HO Y 4 TOIHHH.

Pexomennyetsest crmowarky 3actocoByBat Pamamyn y moenmanmi 3 IUKJIOCIIOPHHOM Ta
KoprukocTepoinamu. Yepes 3 Micsui Bam mikap Mosxe NPUNIHHKTH TipuiioM Pamamyny a6o
IMKIIOCIIOPHHY, OCKIIBKH He PEKOMEHIyeThCs IPHIAMATH Iii TiKH Pa3oM miciis 3aKiHYEeHHS IbOro
TEpMiHY.

Cropanuynuit riMdanrioneifomiomaros (S-LAM)

Bam mikap npusHaunTs Bam 2 Mr npenapaty PanamyH Ha neHs, 1oku He Gyze IIPH3HAYEHO IHIIE,
Bama nosa xopurysatumerscst 3aexHo Bin piBHS mpemapary Pamamys y Bamiit KpoBi. Bam
JiKap TOBHHEH Oyle HPOBECTH aHATi3H KpOBI Il BU3HAYEHHS KOHIEHTpaii npenapary
Panamys.

Sxmo Bu npuitasia Giaby 103y npenapaty Panamyn, Hix norpiéuo

SKio Bu mpwitHsM Ginbury mo3y Npenapaty, HiX BaM OyJi0 NpH3HAYeHO, FROMOT A B TIITe

3B'SDKITBCS 3 BAIIMM JliKapeM aGo 3BEPHITHCS 10 HAHOMIKYOro Bi i TeH sA B0 fomomorn.
. .. . PaLs T S5

3aBxM HOCITH 3 cOGOI0 eTHKeTOBaHMil GricTep JTKAPCHKOro Ipenapgtys HaBiTh SKIIO,BiH
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SIxkmo Bu 3a0yau npuitaary Panamyn

Sxmo By 3a0ynmu npuitnati PanaMyH, npriimiTe iforo, sk TiNbKH BU 3rajacTe, ajie He MIPOTSTOM
4 TOMHH TCIA NPUHOMY JO03H Mpenapary MUKIOCIOpHH. Ilicas uporo IIPOJOBXKYHTE MpHMaTH
npemapat 'y 3BHYaiHOMY pexumi. He mnpuitmaiite mnonsifiny nosy, mo6 KOMIICHCYBAaTH
IPONYIICHY 103y, Ta 3aBKIH NpuiiMaiTe PanaMyH Ta NUKIOCTIOPUH i3 NPHOIH3HO 4-rOqMHHAM
IHTEpBAOM. SIKIMO BH 30BCiM 3a0ynH IpHHHATH no3y mpenapary PamamyH, Bam ciifg
TIOBIIOMHTH IIPO i€ CBOTO JIKApSL.

flxkmo Bu npunuHNTE NpHiioM npenapaty Panamyn

He npunuusiite npuitom npemnapary Pamamys, moku Bam jikap He MOBiTOMHTH Bam po 1e,
OCKIiJIbKH iCHY€ PH3HK BIATOPrHEHHS TPAHCILIAHTATY.

Akmo y Bac BUHHKHYTH JONATKOBI IIHTAHHS II0/I0 3aCTOCYBAIIIA IILOTO npenapary, 3BepHITbCS
3a KOHCYJIBTAI€I0 0 BALIOTO JiKaps abo (apMamnesTa.

4. Mo:xmuBi no6iuni epextn.
Sk 1 Bei mikapceki 3aco0M, el NpemapaT MoKe BHKIMKATH MOOIYHI epexTu, xoya BOHH
BHHHUKAIOTh HE Y BCIX.

AuneprivHi peakuii

Bam crmig HeraiiHo 3BepHyTHCS [0 JiKaps, SKINO y BAC € TaKi CHMITOMH SIK-OT HaOpsK
00mHY4s, A31Ka Ta/ab0 3a/(HBOT YaCTHHH poTa (TiIoTKH) Ta/abo yTpyaHeHe [uxaHHA (aHTiogeMa),
abo uymenns mkipu (excdomiatuBHui nepmarut). Lle MOXYTb OyTH CHMITOMH BaXKOT
aJlepriyHoi peakuii.

IMomkox:keHHS HUPOK 3 HM3BKHM BMIiCTOM KJITHH KpOBi (TpombounToONneHiyHa mypimypa/
reMOJIITHKO-YPeMiYHHIi CHHIPOM)

B pasi npuitomy npenapaty pasom i3 mikapchKEMM 3ac06aMH, SKi HA3HBAIOTHCS iHTi6iTOpamMu
KaJIbIMHEBPUHY  (LMKIOCIOPHH abo Takpomimyc), PamamyH wmosce 3GiTbIIHTH PHU3HUK
3aXBOPIOBAHHS, SK€ IOEMHYE YIIKO/KCHHS HHMPOK i3 HH3BKAM BMIiCTOM TPOMOOLHMTIB Ta
CPHTPOLHTIB, i3 MOAPA3HEHHSM LIKIpH a6o 6e3 Hel (TPOMGOLHTONEH YHA Iy pIIy pa/Te€MOJIiTHYHO-
ypeMiunui cMHIpOM). SIKIO BM BindyBaeTe Taki CHMITOMH SK TFeMAaTOMI (cuHIi), mKipHi
BUCHIIAHHS, 3MIHH B Cevi, Iepenagu HacTpoio abo Gymb-sAki immi CHMIITOMH, SIKi BH BBa)kacTe
CEpHO3HHMH, HE3BHYAHHIMH a00 TPHBATMMH, 3BEPHITHCS 710 BAIIIOIO JKaps.

Indexuii

Panamyn 3HMXye 3axucHi MeXaHi3MH BaIoro opraHismy. Sk Hacmimok, mijg yac GopoTs6H 3
iHeKIisME BalI OpranisM Oyne He TAKHM CHIBHHM, SK panime. ToMy, sKio B mpuiiMaeTe
PamamyH, Bu moxete minxonutu Ginbiue indexmuii, Hix 3a3puyai, sK-oT indexuil mxipu, pora,
LITyHKa Ta KHIIKIBHUKA, JETEHIB Ta CEYOBHMBIIHMX IULIXIB (IHB. CITHCOK Hikue). Bam crig
3BEPHYTHCS JI0 BALIOTO JIKapsl, SKINO BH BiUyBacTe CHMIITOMH, SKi BH BBajKacTe CEepHO3HUMH,
HE3BUYaHHUMH ab0 TPUBATIHMH.

YacroTra no6iunux edexrin
Hyxe gacti: BUHHKaIOTh y Oinbm Hixk 1 3 10 mamieHTis.
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— HaOp#K TiNa, BKIFOYaIO9H KHCTI Ta CTOMH

— Oine

— JIUXOMaHKa

— TOJOBHHH O1Ib

— TiJBHIIEHHS apTepiaTbHOTO THCKY

— Ounb y mutysky, miapes, 3amop, HyJ0Ta

— 3MEHINUCHHS KUIEKOCTI €PUTPOLMTIB, 3MEHIIEHHS KiIbKOCT] TPOMOOIIHTIB

— NUIBHMIIEHHS PiBHS KUY B KPOBI (Xonectepuny Ta/abo TPUITEPHIIB), 3HIKEHHS piBHS
Kallo B KpOBi, 3HWKEHHS piBHSA dochopy B kpoBi, migBHIIEHHS piBHS
TAKTATACTiAPOTeHa3H B KPOBI, IIi ABHIIECHHS PiBHS KPEaTHHIHY B KPOBI

— Ou1b y cyrmobax

— aKHe

— iHdeKuii CeYOBUBITHHUX IUIAXIB

— THEBMOHIs Ta iHmI GakTepianbHi, BipycHi Ta rpuOKOBI iHpeKIii

— 3MEHINEHHs KUIbKOCTI KJIITHH KPOBi, IO GOPIOTHES 3 iH}eKmiero (J1efKkonuTiB)

— ILYKpoBuii miader

—  BIIXMJIGHHS y JIOCITiKEHHSIX, AKi BHMIPIOIOTh MOKa3HUKH (ByHKIIT MeUiHKY, MiABHIICHHS
piBHA nedinkoBux Gpepmentis ACT Ta/aGo AJIT

— BHCHIIH Ha IKipi

— [iJBHINEHHS PiBHA GiNKiB y ceui

~ TOpYIIEHHA MCHCTPYaIbHOTO IHKILY (BKIIOYAOYH BiZCYTHI, pimKicHi a6o PACHI MicstuHi)

— TOBLIbHE 3aIOCHHS paH (PO3ALTCHHS mapiB Xipyprivnoi panu a6o 1Ba)

— 30UIbIIEHHS YaCTOTH CEPIEBHX CKOPOUEHb

— iCHYye 3arajibHa TEHCHIIsSI HAKOIHYCHHS PIIMHY y Pi3HHX TKAaHHHAX

Hacri: BuHEKaI0TH ¥ Big 1 10 10 i3 100 namienTis

— indeknil (BKIIOYaIOUN HOTEHNIHHO HeOe3meyri iHdexil)

— 3IYCTKH KpOBI B HOrax

— 3TYCTKH KpOBi B JIEr€HsIX

— BHPAa3KH y poTi

— CKYIIYCHHS PiMHH B YEPEBHiil TOPOXHUHI

~ YPaKEHHS HHPOK 3i 3MEHIIEHHAM KiTbKOCTi TPOMGOLUTIR Ta €PUTPOLIUTIB, 3 BUCHIIOM Ha
mIKipi a6o Ge3 Hel (reMOJTITHKO-y peMiuHmit CHHZIPOM)

— 3MCHIICHHS KiIbKOCTI THITY JIEHKOLHUTIB, IKi HA3HBAIOTHCS HerTpodinamu

— TIOTipIIEHHS CTaHy KiCTOK

~ JAUAJCHHA, SKE MOXE IIPH3BECTH O IOLIKOKEHHS JIETEHIiB, HAKONHUYEHHS piauHu
HaBKOJIO JICTEHIB

— HOCOBa KpOBOTeYa

—  paK LKipu

— iHdeKIis HUpOK
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—  KICTH B S€UHHKAX
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— HaKONMYeHHS PIAMHH B MeMOpaHi, 10 OTOYyE ceple, IO B
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A

— aJleprivHi peakxiii
— repmec
— LHUTOMerajoBipycHa iHdeKis

Heuvacri: Bunmkaors y Bin 1 1o 10 namientis 5a 1000

— pax mMQaTHYHOT TKAaHHHM (miMdoma/mocTTpancaHTaiHHIH niMdonpormideparnumii
po3I1an), OHOYACHE 3HIKEHHS €PUTPOLNTIB, JICHKOLHUTIB Ta TPOMOOIHUTIR

— JleTeHeBa KpoBOTeYa

~ Oliok B ceui, iHOAi y BeuKiif KinbKOCTI i TOB'3aHmMIT 3 NOOIYHIMH e(peKTaMHU, TAKAMH SK
HaOpsk

— PyOLOBaHHS HUPOK, IO MOKE 3MEHIIHTH yHKIiFO HApOK

— HAJUIMIIOK PiJIMHY B TKAHUHAX depe3 nopymeHHs QyHKiii mimbu

~ S3MCHIICHHS KiIBKOCTI TPOMOOUMTIB y KpoBi 3 BHCHIOM Ha mKipi abo 6e3 Hel
(TpoMGornHTONEHIYHA mypIypa)

~ BXKI alepriuni peakuii, ski MOXKXYTb BUKIHKATH JTyMIEHHS WKipy

—  TyOepKyabo3

— IHexis, cnpuyuHeHa Bipycom Enmrreiina-bapp

— iHQekuiliHa giapes, cipuanHena Gakrepismu Clostridium difficile

— TSOKKE YpaKeHHS [EeYiHKH

Pinkicni: Bunmkarots y Bix 1 10 10 namienTis za 10000
—  BIIKJIAJEHHA Oijka B MOBITPSHHX MIIKaX JIETeHiB, 10 MOXKe MEPELIKOKATH TUXAHHIO
— BaXKi anepriuni peakuii, sxi MoxyTh BILTHHYTH Ha KPOBOHOCHI CYTHHH (IUB. PO3iM Hpo
aJleprivfi peakirii)

Yactora HeBifoMa: HEMOXKIIHBO OIIHHTH X 4acTOTY 3a HassBHUMH JaHUMH
— CHHIPOM 3aIHBOI 3BOPOTHOI eHuedanonarii (PRES), sxuit € cepito3aum YDaKEHHSIM
HEPBOBOI CHCTEMH, IO Ma€ TaKi CHMITOMH: TOJOBHHI Oinb, Hynorta, 6moBora,
CILTyTaHICTB CBiJOMOCTI, CyZJOMH Ta BTpaTa 30py. SIKIIo y Bac € Ginblue ogHOro 3 muX
CHMIITOMIB, 3BEPHITBCS JI0 BAIIOTO JTiKaps.

Iauientu 3 S-LAM BiguyBamu momi6Hi mo6iumi edeKTH, fK i mauieHTH 3 TpaHCITAHTamieo
HHPKH, 3 /I0laBaHHAM BTPATH BarH, O MOXe BUHUKATH y Gi1sm Hix 1 3 10 oci6,

IloBizomaenus npo no6iuni edexTn
Skwo Bu BigdyBaete 6ynp-saxi mo6iumi e(heKTH, 3BEpHIThCS 0 BALIOro nikaps abo dapmaresTa,
HaBiTh AKIIO MOBa i€ PO MOMKIHBI MOGiuHi edexty, Axi He 3a3HaveHi y miii IHCTpYKUIT 1
MEJIMYHOrO 3aCTOCYBaHHA. Bu Takox Moxere moBiTOMHTH PO HUX 4epe3 IcmaHCchKy cucTemy
hapmakoHarmsny  3a  mikapchkumMH  3acoGamu AT MEIUYHOTO  3acTOCYBaHHS:
www.notificaBRAM.es. [Toimomisroun Ipo moOiuHi eeKTH, BH MoyKeTe JOIIOMOTITH HanaTH
Oinbime inpopmanii mpo Oe3meKy 3acTOCYBaHHS 1IBOTO JIIKapCHKOro 3aco0y.
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S. llpaBuaa 36epiranns npenapary Panamym.
30epiratu neit npenapar y HEJOCTYITHOMY JJIS iTE€H MicCITi.



He BuxopucroByBatu neit mpenapar micis 3axindenms TEPMIiHY IPHAATHOCTI, 3a3HAYEHOIr0 Ha
GnicTepi Ta Ha KapTOHHiH ymakoBIi micims cioa «EXPy. Tepminom npumatHocTi BBaxkacThes
OCTaHHI} IEHb BKAa3aHOTO MicSIIs.

30epirati 3a Temmneparypu He BHime 25 °C. 30epiratn Omicrep y 30BHIHIN yrnakoBmi mwis
3aXUCTY BIiT il cBiTnA.

He Buxunaiire mikapceki 3acoGm y criumi Bomm abo moOyTOBI BiIXOOM. 3amuTaiiTe cBOro
(apmaneBTa, SK yTHII3yBaTH ynakoBKH Ta JIKapchKi 3aCo0H, fKi BH Oinbine He 3aCTOCOBYETE.
Taxum 4MHOM BH HOTIOMOIKETE 3aXUCTHTH TOBKLLIAL.

6. Cx1a1 nakoBaHHs Ta 101aTKOBa iHdopmanis.

Cxuan npenaparty Panamyn

Hiroua pevosnna — cupormimye.

Koxna Tabnerka Pamamyn, Bxpura 060110HKOI0, 110 0,5 Mr MicTHTB 0,5 MT CHPOJIIMYCY.
Kosxna Tabnerka Panamyn, Bkputa 000JI0HKOI0, 110 1 MI' MiCTHTE 1 MT CHPOJIIMYCY.
Koxua Tabnerxa Panamyn, Bkpura 000JIOHKOIO, 110 2 MT MiCTHTB 2 MT CHpPOIIIMYCY.

[HImMME KOMTIOHeHTaMu ipentapary €

Anpo rabnetku: makTo3u MoHOTiAparT, MAaKpOroJl, CTeéapar MarHiio, TalbK.

Ioxkputtsi tabnetkn (0Goa0HKA): MaKpOroj, MOHOOJ€AT IJIepHHY, (hapManeBTHYHA riasyp,
CynbdaT Kanbliio, LHemrono3a MIKPOKPHCTAIiYHa, caxapo3a, MiOKCHI THTaHy, mojokcamep 188,
0-TOKO(EpPONI, TMOBINOH, KapHayGCHKHil Bick, ApyKapceka ¢apba (IIenak, 4epBOHHH OKCHI
3alli3a, mpominerriikons [E1520], KOHLCHTPOBAaHUH PO3YMH amiaky, cuMeTnkoH). TaGneTku mo
0,5 Mr Ta 2 MI TaKoX MiCTSTH KOBTHIt OKCHI 3aTi3a (E172) Ta xopuuHeBHii okcu 3asi3a (E172)

3oBHimmHil BUrIAK IPOAYKTY Ta BMicT makoBaHHs

IIpeniapar Pamamyn 0,5 Mr sBiase co6oro TaGnerTku TPHKYTHOI (GOpMH, BKPHTI 06O0IOHKOIO,
CBITJIO-KOPHYHEBOTO KOJIBOPY, 3 rpasitoBanasM «KRAPAMUNE 0,5 mgy» Ha OJHIM CTOPOHI.
IIpenapar Panamyn 1 Mr sBise co6oro Tabretku TPUKYTHOI pOpMH, BKPUTI 060I0HKOIO, 6iT0r0
KONbopy, 3 rpasitoBanHsaM «KRAPAMUNE 1 mg» Ha omiit CTODOHI.

Ilpenapar Pamamyn 2 Mr seuse coGoro TaGieTkm TPUKYTHOI ()OPMM, BKPHTI 0GOIOHKOIO,
JKOBTOro abo GexeBoro Koibopy, 3 rpasiosannaM «RAPAMUNE 2 mg» Ha oHii CTOPOH.
Tabnerxu ymaxosanui B 6;ictepn mo 30 i 100 TaGnerok. Y IpOZaxy MOXyTb OyTH He BCi po3mipH
YTIaKOBKH.

Baacnuk peectpaniiinoro mocBizuenns ta BIANOBITaIBHHIA 32 BHPOGHUITBO

Baacnuk peecrpaniitnoro nocsizuenns:

Haiizep €ypon MA EEIT (Pfizer Europe MA EEIG)

BynsBap ne na ITneitn, 17

1050 Bproccens, Benpris

Binnosinanpuuii 3a BHPOOHHITBO:

Iatizep Mentopexuypunr Jonunens ['M6X (Pfizer Manufacturing Deutschland GmbH)
berpibmrerre ®paiiGypr, Mycsamsaams 1, 79090 ®paiiGypr,

Himeuunna ST
bimbme indopmanii npo wmeit jikapchkui 3aci6 BH MoskeTe Ii3HATHC é: %%ef)?&iafﬁngf,\%o
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Pfizer, 8.L.
Ten.: +34914909900

JaTa octanuboi pegakuii ranoi iHcTpyKuii: 06/2019.

Heranbua indopmanis mpo med mixapeskuii 3aci6 po3mimena Ha BeG-caiiTi €Bpomelchkoro
areHTCTBa JTIKApCHKUX 3aco6iB: http://www.ema.europa.eu/.
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3SATBEPJKEHO
Hakazom Minictepera oxopoun
310poB’s YKpainu
O 00 04N LA S
Peectpauiiine mocsiguenns

Ne /A /G000 /p,/% /724

Ilepexnan yKpalHCBKOIO MOBOIO, ABTEHTHYHICTH SIKOTO MiATBEpIKEHA 3asBHHKOM abo iioro
YIOBHOBaXEHOIO 000010, IHCTPYKIII PO 3aCTOCYBaHHS JIKapepKoro 3acoby aGo indopmarii mpo
3aCTOCYBAHHsI JIIKAPCHKOIO 3aco0y, 3aTBEP/KEHOI BIiANMOBLTHO 10 HOPMAaTHBHUX BHUMOT KpaiHM
3asBuuka/BupoGuuka abo kpainu, PCTYJISATOPHHE OpraH sSKOi KepYeThCs BUCOKMMH CTaHIAPTAMU
AKOCTI, IO BiANOBITAIOTH CTAHIAPTaM, PEKOMEHIOBAHIM BOO3, rta/abo 3rimHo 3 pesynbratamu
KJIIHIYHUX BHIIPOOYBaHb, 3aCBiTYCHUI MiIIHCOM YIIOBHOB&)XCHOI 0COOH, IO BHCTYIIAE Bif iMeHi
3asBHUKA (KOPOTKA XapaKTePHCTHKA JIKapchKOro 3acody).

3asiBHUK,
KpaiHa:

Bupoonuxk,
KpaiHa:

I¢aiizep Eita. Ci. ITi. Kopnopeiims, CIIIA /
Pfizer H.C.P. Corporation, USA

Haiizep Memodexaypunr Toiturenn I'm6X, Hivmequnna/
Pfizer Manufacturing Deutschland GmbH, Germany

(nepsunne ma 6mopunHe naKy6anns, Mecmyeanis 20Mo6o20 JIKapcvko20 3aco6y),
sunyck cepii)

Anxepmec @Papma Ipnammis, Ipnammis / Alkermes Pharma Ireland, Ireland
(6upobHUYMED MA MeCcmY6anns Nikapcvkozo 3aco0y in bulk npu eunycxky)

Idaiisep Ipnannis Gapmacerorikams, Ipirangis/ Pfizer Ireland Pharmaceuticals,
Ireland (mecmyeanns cuponimyc nanocucmemu OUCnepcHol, BUPoOHUYMEO in
bulk;, mecmysanus 20moeozo nixapcorozo 3aco0y, haxysanns ma eunyck cepii)

Tabnerku, BKpuTi 060710HKOIO 110 1 MT y Omictepax Nel0x10

Panamyn / Rapamune®
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1.  HA3BA JIIKAPCBKOI'O 3BACOBY
Panamyn 0,5 mr, TabneTku, BKpUTi 060J10HKOMO

Panamyn 1 mr, TabneTku, BKpUTi 06010HKOKO
Panamyn 2 mr, TaGneTku, BKpUTI 06010HKOI0

2. SIKICHMI I KUIbKICHUM CKJIAJT

Panamywn 0,5 mr, TabreTku, BKpUTI 06010HKOIO
Kosxna Tabnetka, Bkputa 06010HK0I0, MicTHTE 0,5 Mr CHPOTIMyCY.

Panamyn 1 mr, TabneTky, BKpuTi 06010HKOR0
Koxxna Tabnerka, Bkputa 06010HKO0, MIiCTHTB 1 M CHpOJIiMYCY.

Panamyn 2 mr, TabeTku, BKpUTi 06010HKO0
Koxxna Tabnetka, Bkputa 06010HKOK0, MiCTHTB 2 M CHpOJIIMYCY.

JIonoMibKHi pedoBUHY 3 Bimomum edekTom

Panamyn 0.5 mr, Ta6netku, BKpUTi 060710HKO0
Kosxna Tabnerka micturs 86,4 mr MOHOT1JIpaty J1akTo3u it 215,7 Mr caxaposu.

Panamyn 1 Mr, TabneTkH, BKpUTI 06070HKOIO
Kosxna tabnerka mictuts 86,4 mr MOHOTipaTy nakTo3u i 215,8 Mr caxaposu.

Panamyn 2 mr, TabreTky, BKpUTI 06010HKOO
KoxHa Tabmetka MicTuts 86,4 Mr MOHOTiJpaTy N1akTo3u i 214,4 Mr caxaposm.

IToBHMI CIMCOK TOMOMIKHUX PEUOBHH HABEIEHO B pozniii 6.1.
3. JIKAPCBKA ®OPMA

Tabnerka, BkpHTa 060710HKOIO (Tabnetka).

Panamyn 0.5 mr, TabieTky, BKPUTI 060I0HKOIO
Tabnetka TpukyTHOT bopmu, KOBTO-KOPUYHEBOTO KOJIbOPY, BKPUTA O0OJIOHKOO, 3 HAITHCOM
«RAPAMUNE 0.5 mg» Ha oiHOMY GoL.

Panamyn 1 mr, Tabnerku, BKkputi 06010HK0I0
Tabnerka TpukyTHOT Ppopmu, Ginoro KOJIbOpY, BKPUTa 000I0HKOIO, 3 HanucoM «RAPAMUNE 1 mg»
Ha OIHOMY Oori.

Panamyn 2 mr, TabneTku, BKputi 06010HKOIO
Tabnetka TpuKyTHOT hOpMH, Bix KOBTOrO 10 GEsKEBOrO KOJIOPY, BKPHTa OOOJIOHKOIO, 3 HATTHCOM
«RAPAMUNE 2 mg» na omaomy Goui.

4. KJITHIYHI XAPAKTEPUCTUKHA

4.1 IMoxazanns

Ilpenapar Panamyn noxasasuii ajis PO} iTaKTHKH BiATOPrHEHHS OpraHiB y JIOPOCIIUX TAL[iCHTIB
3 HUSLKHUM 1 TIOMIDHHM IMYHOJIOTiYHMM PH3HMKOM, Ki BUCTYNAIOTh PELHITICHTaMU HHPKOBOIQeE™ Y ¢ p 5Ty,
TpaHcnianTaTa. Pexomennyetses criouatky npotarom 23 micsiis BUKOPHUCTOBYBATH TIPE uHe
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npenapary PanamyH mose 6yTH IposoBKeHe K NiATPHMYBaIbHA Teparis B MO€HAHHI
3 KOPTHKOCTEPOIIaMK JIHIIE B Pa3i MOAJIMBOCTI MOCTYTIOBOrO MPUITHHEHHS 3aCTOCYBaHHs
MIKpOeMYJIbCii HUKIOCIOprHY (AMB. po3aimu 4.2 i 3ll):

Hpenapar Panamyn nokasanuit ajist 7iKyBaHHS NALieHTIB 3] CIIOpa/IMYHUM
niM(aHrioNeHoMioMaTo30M i3 3aXBOPIOBAHHSAM JIereHiR TIOMIPHOTO CTyNeHs a60 3HHKEHHAM (yHKLIT
nereHiB (muB. posginm 4.2 1 5.1).

4.2 Croci6 3acTocyBanns Ta qo3u

2!03!BaHH}{

Lpoginakmuxa siomopenennus opeana

JlixyBaHHs MOBUHHO NMOYMHATHCS H 3a/IMIIATHCS ITij Hars oM (axiBIs 3 TPAHCIUIAHTOJIOT, IO Mae
BiNOBiHY KBasidikaliro.

Iouamxkosa mepanis (6i0 2 0o 3 micayie nicisn mpancnianmayii)

3BHuAlHMIA pexxUM NpuiiMaHHs npenapaty Panamys — re OIHOKpaTHA MepopaibHa
HaBaHTXYBalbHA 103a 6 MT, Ky NPUIMAIOTh SKOMOTa IIBMIIIE MiCIIs TPaHCIIaHTAlii, a IOTiM 2 Mr
OfIMH pa3 Ha Jo0y /10 OTPUMAHHS Pe3yNIbTaTiB TePANeBTHYHOTNO MOHITOPMHTY JIIKapChKOTo 3ac00y
(mmB. Tepanesmuunuii Monimopunz nikapcoxozo 3acoby ma xopueysanns doszu). Tlotim nosy
npenapary Panamyn mae GyTH inaueigyamizoBaso ais OTPHMAaHHS 3aJIMIIKOBUX PIBHIB Y LiJIBHIH
KpoBi Bix 4 10 12 Hr/mi (xpomaTorpadidamii ananis). Tepaniro npenaparom Pamamys citin
ONTMMI3YBaTH 3aBJISKH IIOCTYIOBOMY 3HIKEHHIO 103U CTepOiliB i MIKpOeMyIbCii IMKIOCIOpHHY.
IIponoHoBaHi Iiana3oHu 3aTHIIKOBOT KOHUEHTPALIT IMKJIOCTIOPHHY TIPOTATOM MEPIINX 2—3 MicAIIiB
TicyIs TpaHCIUTaHTaWii cTaHoBIATE 150-400 Hr/mn (MOHOKJIOHANBHNMI aHaTi3 260 aHANOTiYHMA
MeTon) (IuB. po3nin 4.5).

11106 3BecTH K0 MiHIMYMy BapiaGembHiCTb, Ci1i AOTPUMYBATHCS OJIHAKOBOTO IHTEPBAIY MixK
NpUAMaHHIM Npenapaty PamamyH i uukiocnopumy: NpUHAMAaTH Yepes 4 TOIUHM MiC/Is 03K
LIMKJIOCIIOPHHY, a TaKOX HE 3MiHIOBAaTH PEXXHM 3aCTOCYBAHHS 010 1Ki i MPUIAMATH NOCTiHHO a6o 3
bketo, abo Ge3 Hei (auB. po3ain 5.2).

Iliompumysanena mepanis

3acTocyBaHHs IMKIOCIIOPHHY CJTill MOCTYIOBO IPUITHHATH HPOTAroM 48 TWXKHIR, a 103y npemnapary
Pamamyn citig KOpUIryBaTH I TOCSTHEHHS 3 THIIKOBOTO PIBHS B LIUIBHIH KpoBi Bix 12 1o 20 ur/mi
(xpomatorpadiunnii ananis; nus. Tepanesmuynuii MOHIMOPUHE NIKAPCbKO20 3aC00y Ma KOPUZYBaAHHSL
dosu). [penapar Panamyn cix npusHavati Pa3oM 3 KOPTHKOCTEPOinaMu. ¥ MalieHTiB, y SKUX
TIPUITHHATH 3aCTOCYBAHHA IMKJIOCTIOPHHY He BIATIOCSK a60 HEMOXJIHBO, KOMGiHaLis UMKJIOCTIOPHUHY
H mpenapaty PanamyH He MOBHHHA MiATpUMYBaTHCS Ginbie 3 MICSALIIB MIC/IS TPaHCIIAHTALIT.

V TakMX MauieHTiB, KOMHK Iie KIiHIYHO JOLIIBHO, CJTiJT IPUIIHHUTH 3aCTOCYBaHHS npenapaty Pamamyn
1 IPU3HAYMTH aNbTePHATHBHHI PEsKHM iMyHOCympecii.

Tepanesmuunuii monimopunez nixapcwrozo saco6y ma KOpU2Y6AHHI 003U
PiBni cuponimycy B winbHii kpoBi cin perensHo KOHTPOJIFOBATH B TAKUX TIOIYJIALISX

(1) y mauientis 3 mopywennsM dbyHKuii neuinky;

(2) 3a yMOBH OZHOYACHOTO 3aCTOCYBAHHS iHgyKTOpiB aGo inriGitopis CYP3A4 i micys ix
NPUIHHEHHA (OUB. po3ain 4.5);

(3) i (abo) sKIo nO3yBaHHS LHKJIOCTIOPHHY MIOMITHO 3HHKEHO ab0 HOro 3acTOCYBaHHS [IPUITHHEHO,
OCKIIbKH B LIMX NOMY/IALIsX Haf6inbIa HMOBIpHICTE 0COGIMBHX BUMOT JI0 103yBaHHS.

TepaneBTHYHMI MOHITOPHHT JTiKaPCHKOro 3ac00y He MOBHHEH OYTH €MHOIO TACTABOIO
KOpHIyBaHHs Teparii CHposiMycoM. Takok BapTo petensHo PO3IIIAHYTH KJIHIYHI O3HAKE/
pe3y/bTaTH Gioncil TKAHHHH Ta 1aGOPATOPHI MOKAZHUKH.
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Y O1IbIIOCTI NALi€eHTIB, SKi OTpUMYBAIH 2 Mr npenapary Panamyn yepes 4 rogqunu mics
UMKJIOCIIOPHHY, 3aIMIIKOBI KOHUEHTpaLi1 CHUPOJIIMYCY B LiNBHIMH KPOBI 3aJIMIIAIUCS B MEKaX
LiIBOBOTO liana3ony Bix 4 g0 12 Hr/mi (BHpaskeHOro Y BHIJIAAI 3HAYCHb, OTPUMAHHX METOIOM
XpomarorpadigHoro ananisy). OnTumaibha Tepanis BUMarac TepPareBTHYHOr0 KOHTPOJIIO
KOHIICHTpALlii JIikapchKOro 3acoby B yciX MAalieHTIB.

OnTiMalbHO KOPUTyBaTH 103y mpenapary ParaMyH Ha OCHOBI KUIBKOX 3aTHITKOBHX piBHiB,
OTPUMAHHX OLIbLI HixK Yepe3 5 HIB Mic/s TonepeaHboi 3MiHu JI03yBaHHS.

Iamientn MoxxyTe GyTH nepeBesieHi 3 mepopaIbHOro po3uuHy npenapary Panamyn Ha TaGetoBany
(opMy 3 eKBiBaTIEHTHIM 03yBAHHAM Y MT. PexoMeHayeTbCs BUMIPIOBATH 3aTMIIKOBY KOHIIEHTpATIiO
uepes 1-2 TkHI miens 3MinK nikapeskoi dopmu aGo 103yBaHus TabJIeTOK, OO MepeKOHATHCS, L0
3aJIMIIKOBA KOHIEHTPALlisl 3aTHIIAETECSA B MekKaxX PeKOMEHJ0BAHOTO LiIbOBOIO JianasoHy.

[Ticng npunuHeHHs Tepanii HUKJIOCTIOPUHOM PEKOMEHIOBAHUH LiTbOBHIA JiaNa30H 3aIMIIKOBHX
KOHUEHTpaNii ckianae Bin 12 1o 20 Hr/mu (xpomarorpadivuuii anamiz). [uknocnopus npurhivye
MeTabOIi3M cHpontiMycy, i, 0TKe, MiCIs PHIHHEHHS 3aCTOCYBaHHS LUHKJIOCIOPHHY KOHUEHTpALi{
CHPOJIIMYCY 3HIKYBAaTHMYTbCS, AKIIO 103y cuponimMycy He Oyue 36inbeHo. V CepeHbOMY 11034
CHPOJIIMYCY HOBHMHHA GyTH B 4 pasy BULIOK, 1106 YPaxyBaTH SIK BiICYTHICTb (papMaKOKiHETHYHOT
B3acMozii (2-kpatHe 36inblIeHHs), TaK i 36ibITeHY notpedy B iMyHOIENPECaHTi 3a BiCyTHOCTI
UMKIIOCTIOPHHY (2-KpaTHe 36inbwenss). LBuakicTs 3611bIIeH S 1031 CHPOJIIMYCY TIOBUHHA
BiINIOBiJaTH LIBMIKOCT] BUBEACHHS LUHMKJIOCTIOPHHY .

Axuro min wac mixTpuMyBansHoi Teparii (mics TIPHITMHEHHS UKJIOCIIOPUHY ) MOTPIOHO MoAablie
KOPHTyBaHHS JI03H, Y OLTBLIOCTI NAlli€HTIiB TaKi KOPUTYBAHHA MOKYTh IPYHTYBAaTHUCS Ha MPOCTIii
nporopuii: Hoa K032 Npenapary Panamyn = motouna no3a x (LinsoBa KOHIIEHTpaLlisl / TOTOYHA
KOHIIEHTpais). SIKI0 HEOOXiaHO CYTTEBO 36iIbIIMTH 3ATHIIKOB] KOHIIEHTpaLii cuposiMycy, Ha
AOZATOK 10 HOBOI MiATPMMYIOUOT JO3H CITiJ ypaXyBaTh HaBaHTaXXyBaJlbHy J103y: HABaHTaXKyBaJbHa
Aosza npenapary Panamyn = 3 x (HoBa miaTpuMyroya 103a — IOTOYHA MIATPAMYIOYA /1033).
MakcumanbHa 103a npenapary Panamyn y Oynp-sikuit 1eHb NpUilMaHHS He TOBHHHA [IEPEBUILYBATH
40 mr. Skwmo po3paxosaHa noGoBa 103a nepesuitye 40 Mr yepes N0aBaHHS HABAHTAXKYBAIBHOT
JI03H, TOJI HABAHTAKYBAIBHY J03y CIIil IPUIMATH IPOTATOM 2 JIHIB. 3aTUIIKOBY KOHUEHTPAL0
CHPOJIIMYCY CITi/l KOHTPOJIFOBATH MPHHaiiMHi Yepes 3—4 mui micis NPUAMaHHA HaBaHTa)KyBalTbHOT
o34 (103).

PexoMeHnorani mianazonu zanumkopux KOHLEHTpPALH CHPOJIIMYCY MPOTAIroM 24 roquH MPUBEIECHO
Ha OCHOBI XpoMatorpadiyHiX MeTozIiB aHamizy. Jls BUMIPIOBaHHS KOHLIGHTpALii CHpOITiMyCy

B LUTbHIH KPOBi BHKOPHCTOBYBAIOCS KilbKA METOIUK aHanisy. Hapasi B kiiniuniit npaktuui
KOHIEHTpaLlii CHPONIMYCY B L1iIbHi KPOBi BUMIPIOIOTBCS K XpomaTtorpadiYHUMH, TaKk

1 IMyHOJIONiYHHMH METOIaAMH. 3HAYEHHS KOHIEHTpaLlii, OTPUMAaHi 3 TOMOMOTOKO KX Pi3HMX
METO/IUK, HE € B3aEMO3aMiHHMMU. Y ¢i KOHUEHTpail CHpOJIiMyCY, 3a3Ha4eHi B Liif KOPOTKiif
XapaKTePUCTHLL JIIKapcbKOro 3acoby, Gymu aGo BUMIDSIHI 3 BHKOPHUCTAHHAM xpomartorpadidyHHX
MeTO/IiB, a00 IepepaxoBaHi B 3HAYCHHS, KBIBATCHTH] OTpUMaHUM XpomaTorpadiYHUMHA METOJAMH.
KopuryBsanns s notparuisnns B LinsoBuit gianason cix TNPOBOJMTH BiANOBIIHO 10 aHali3y,
BHKOPHCTOBYBAHOIO /IS BU3HAYEHHS 3a/IMIIKOBUX KOHIIEHTPaLii cupotiMycy. OcKitbku pe3ynbTaTi
3aJIeKaTh BiJl BUOPAHOro aHali3y Ta nabopatopii, BOHH MOXYTb 3MiHIOBATHCS 3 ILIMHOM Yacy.
KopurysanHs 171t noTpannssys B uinboBHit TEPaNeBTHYHUH Jliana30H HeOOXiAHO BUKOHYBATH

3 PCTCIILHUM YpaxyBaHHAM BUKOPHCTOBYBAHOTO B KOHKPETHOMY BHIIAZKy METOLY anainizy. Tomy
Jikapi NOBHHHI TOCTIHO OTPUMYBATH iH(OpMaLio Bill BIIMOBINATEHUX IPEICTABHUKIB CBOE]
MicLeBoi 1abopaTopii Ipo XapaKTepHCTHKH MicLIeBOro METO/ly BU3HAYEHHA KOHUEHTpaLlii
CHpOJIIMYCY.

Hayicumu 3i cnopaduunum nivm@anzioneiiomiomamoszom (CHAM)
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Jna nauienrie i3 CJIAM novaTkosa 103a npenapary PanamyH nosusna cranosutH 2 Mr/no6y. Cin
BUMiPIOBAaTH 3aJIMIIKOBY KOHLEHTPALIIIO CHpOJIIMYCY B LiBHIN KpoBi yepes 10-20 auis, pasom i3
KOPUIyBaHHAM J103H /U1 MIATPHMAaHHS HEOOXiAHOT KOHUEHTpaLi B Aianasomi 5—15 Hr/a.

V GinbmocTi mauieHTiB 103a MOKe KOpHUIyBaTHCs Ha Mi/ICTaBi MPOCTOT NpONopLii: HOBa 103a
npenapaty Panamyn = norouna 103a x (uibosa KOHICHTpallis / NOTOYHA KOHUeHTpauis). Yacri
KOpHUI'yBaHHsI 1034 Npenapaty PanamyH Ha mifcTasi HepiBHOBaXHOT KOHIICHTpALii CHpOsIiMyCy
MOYMYTb MPU3BECTH 110 NIEPEI03yBaHHs a00 3aCTOCYBAaHHS HEOCTATHBOT 1031, OCKiIbKH CHpOJIIMyC
Ma€ TpUBaHi nepiox HamiBeMBeAeHHs. [Tics KopuryBanHs HIATPUMYIOYO] TO3H Mpenapary
Pamamys nauieHTs MOBMHHI IPOJOBKYBATH IpUAMATH HOBY IiATPUMYIOUY 103y MpHHAHMHI
NpoTAroM 7-14 HiB 10 NMOATBIIOro KOPUIYBAHHS 103H 3 KOHTpPOJIEM KOHUeHTpawii. Ticis
NOCATHEHHS CTaONBHOI 03U TepaneBTHYHMI MOHITOPHHT JTIKapChKOro 3acoby CIiji IPOBOAUTH
NPHUHARMHI KOXKHI 3 MicsLi.

JaHi KOHTPOTLOBAHUX mOCHiTKeHD TiKyBanHs CJIAM TPHBAIIICTIO MIOHAZ OIMH piK Hapasi
HEJIOCTYIIHI, TOMY B Pa3i TPHBAJIOTO 3aCTOCYBAHHS CI1i/ TMePEOLIHUTH KOPUCTD JTiKYBaHHSL.

Ocobnusi epynu nayicumis

Tlonynayia memnowxipux nayienmie

Hoctynna o6mexena indopmaris, sika BKa3ye€ Ha Te, WO JUIT AOCSTHEHHS Ti€l 5K eeKTHBHOCTI, 110
i y IHIIMX NalieHTIB, TEMHOMIKIPHM peLUTicHTaM HHUPKOBOI'O TpaHCILIaHTaTa ([epeBaskKHO
appoamepHKaHIsIM) TOTPiOHI BUIL 103H i 3a/THINKOBI piBHi cuposnimycy. Jaui npo edeKTHBHICTS
1 6e3neyHicTh 3aHaTO 06MeXeHi, 06 naTH KOHKPETHI PeKOMEeH /ALl 1010 3aCTOCY BaHHS
CHPOJIIMYCY B TEMHOLUKIPUX PELIHITIEHTIB.

Ilayienmu nimuvo20 6ixy

KinpkicTs yuacHuKkiB crapue 65 pokis y kiiHiunmx JIOCIIDKEHHSAX PO34MHY Npenapaty Pamamyn s
TepOPAILHOTO 3aCTOCYBAHHs He OyJIa J0CTATHBOO, 06 OUIHUTH Pi3HULIO Y BIIIOBIii Ha JIIKyBaHHS
MaIieHTIB L€l BiIKOBOI IPYINH Ta MOJIOJLIMX MALI€HTIB (IMB. pO3/iT 5.2).

Llopywenna gynryii nupox
3MiHIOBATH [103y TIperiapaTy He MOTPIGHO (IUE. po3zin 5.2).

Hopywenns Qynxyii nevinku

Kuipenc cuponimycy moxe Gyt sumkenmii Y MAUi€HTIB 3 MOPYIEHHAM (GYHKLIT MediHKH (nuB.
pozzin 5.2). V mnamicHris i3 TaKKHM NOPYLUCHHAM (QYHKUIT NMEYiHKH PEeKOMEHIYEThCS 3HU3MTH
MiATPUMYIOy 1103y Npenapaty Pamamyn NPUOJIM3HO Ha TTOIOBUHY.

V nauienTis i3 mopyureHHAM dyHKUiT nedinKy PCKOMEHIY€TBCSI PETEIEHO KOHTPOIIOBATH 3aTHIIKOB]
PiBHI cHposiMyCy B LinbHii KpoBi (1uB. T epanesmuynuil MOHIMopun2 nNikapcykozo 3acoby ma
Kopuzysants 0o3u). Hemae HeoOXiTHOCTI 3MIHIOBATH HaBaHTaXyBalbHy 03y npenapary PanamyH.

Y NALi€HTIB 3 TOKKHM TOPYLIEHHAM YHKLIT neinkm MOHITOPHHT CJIil IPOBOAMTH KOHi 5—7 fi6,
JOKH 3 MOCIiTOBHI 3a/IMIIKOBI piBHI He TMOKaXyTh CTAOLIbHI KOHLEHTpALi cHpoTiMyCy micns
KOPHT'YBaHHs 031 ab0 Mic/Is HABAHTAXYBATBHOI J03H, OCKITBKH TPUBAIMH NIepio]] HalliBBHBEICHHS
00YMOBJIIOE 3aTPHUMKY B JOCSATHEHHi PIBHOBa)KHOIO CTaHYy.

Honynayis nayienmie oumsuozo 8IKy
besneunicts i edexrrBHicTs npenapary Panamyn y nireit i nignitkie y Biui go 18 POKiB He
BCTAHOBJIEHO.

Haseny napasi indopmariiro HageeHo B posninax 4.8, 5.1 ta 5.2, ane pekoMenaaiif 11010 -
JI03yBaHHS HEMac.
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Crroci6 3acTocyBaHHS

HpenapaT PanaMyH HpHSHa‘IeHI/Iﬁ BHKIFOYHO JUTA IEPOPATIbHOIO 3aCTOCYBaHHA.

Biogoctymmicts Tabnerok He BU3HAYAMACS MiC/IS TOTO, K BOHK Oynu pozuasneHi, posxkoBaHi a6o
PO3KOJIOTI, TOMY 1€ He MOXKHA PEKOMEH/TyBATH.

11106 3BecTn 0 MiniMyMy BapiaGenbHiCTh, ipenapar Panamyn cnix nocriitHo npriivaty a6o 3 bxero,
abo Ge3 Hel.

Cnin yHvKaTH BXKHBaHHA TpeHndpyTOBOro COKY (muB. po3nin 4.5).

BukopucroByBatu 3amicTh Tabnerox | mr a6o iHmmx J03yBaHb BIAMOBIAHY KUIBKICTH TabIeToK i3
nosyeanHsM 0,5 Mr 3a6oponeHo (zuB. po3zin 5.2).

4.3 Hporunokazauus

I'inepayTiuBicTs 10 AiF040i peyoBHHM a60 10 GYAB-AKOT 3 TOMOMIKHIX PEYOBMH Ipernapary,
3a3HAYCHUX y po3xaini 6.1.

4.4 OcobmBocTi 3acTocyBanHs

[pemapat PanamyH Hel0CTaTHRO BUBYEHHH Y MMAIEHTIB 3 TpaHCIIAHTATOM HHMPKH 3 BUCOKUM
IMYHOJIOTIYHMM PH3HKOM, TOMY HOrO BUKOPHCTAHHS B Wik Py NALIEHTIB He peKOMEHTyeThes (JMB.
po3ain 5.1).

Y mauieHTiB 3 TPaHCIIAHTATOM HUPKH i3 3aTPHMKOIO ¢yHKUIT TpaHCTITaHTaTa cUposiMyC MOsKe
BiZICTPOYHMTH BiXHOBICHHs (QyHKIIiT HUPOK.

Peakuii rinepuyTnusocti

3aCTOCYBaHHS CHPOJIIMYCY CYIPOBOKYBAIIOCS PEaKL{isIMH TiIepYyTIMBOCTI, BKIIOYHO
3 aHa(inaKTHIHUMK 260 aHADINAKTOITHIMY peakuisMy, Habpsakom KBiHke, excdoniaTuBHIM
IGPMATHTOM 1 JICAKOLMTOKIACTHYHIM BaCKYJIiTOM (JHB. PO3ALT 4.8).

CyIryTHS Teparis

Imynodenpecanmu (nuwe ons peyunienmis nupxogozo MPAancnIanmany)

Y KIIHIYHMX JJOCTiDKEHHIX CUPOITiMyC 3aCTOCOBYBAaBCS OJHOYACHO 3 TAKHUMH IIperapaTaMHu:
TaKpOJIMYC, IIMKJIOCIIOPHH, a3aTiONpHH, Miko(eHONaTy MOdeTHII, KOPTHKOCTEPOINH I LUTOTOKCHYHI
aHTUTINIA. 3aCTOCYBaHHS CHPONIMYCY B MOEAHAHHI 3 IHIIHMH IMyHOJIETIpECaHTaMH IUPOKO He
JIOCI DKy BAJIOCS.

3a YMOBH OZIHOYACHOIO 3aCTOCYBaHHA Mperapaty PanamyH i LHKJIOCIIOPUHY CITi KOHTPOJIIOBATH
yHKuir0 HEpoK. CI1ix PO3MIAHYTH MOKIIMBICTS BiAMOBiTHOrO KOPHT'YBaHHS PEXHMY IMyHOCYMpecii
Yy NaUi€HTIB 3 MiIBUIEHUM piBHEM KPeaTHHIHY B cuposarwi. Ciif NpOSBIATH 06epexHICTh y pasi
OMHOYACHOTrO 3aCTOCYBAHHS 3 IHIIMMH NPENapaTaMH, sKi, SK BiJOMO, MarOTh 3ryGHMIi BILTHB Ha
(GYHKIIiI0 HUPOK.

Y mauienTis, AKi OTPUMYBaIH LIMKIOCTIOPHH i npenapat PanamyH Ginblue 3 micsuis, BigzHauascs
BUIIHUHA PiBEHb KPeaTHHIHy B CHPOBATI i GLIbII HU3BKI PO3paxyHKOBI IIBUAKOCTI KITyGOYKOBOT
GineTpanil nopisHAHO 3 manieHTaMK KOHTPOJILHOI IPYIIH, AKi OTPHMYBaIH LMKJIOCTIOPHH i m1ane6o
abo asationpuH. V nauientis, y skux 6y10 yermimHo NPHITMHEHO 3aCTOCYBAHHSA LUKJIOCTIOPHHY e




OAHOHACHOT0 3aCTOCYBAHHS UMKIOCNIOPUHY H npenapaty PanamyH sk miaTpuMyBaibHOT Teparii He
MOJKHa.

IpyHTyIO4KCE Ha iHOPMALIi 3 TOAANBIINX KITiHITHIX JOCIIJKEHb, BUKOPUCTAHHS MperapaTy
Panamyh, mikodenonaty moderuy it kopTHKOCTEpOiNiE Y NMO€AHaHHI 3 IHAYKI{€ aHTUTIN 10
peuentopa IL-2 (IL2R Ab) He pekomentyeTses B pasi nepecanku HUPKH de novo (nuB. posain 5.1).

PexomentyeThCst BUKOHYBATH NePiOAHYHAMN KibKiCHMI aHATI3 BUJILIEHHS OlIKa B ceyi.

Y mocnimkenni, y skoMy OLiHIOBaBCS Nepexin 3 IHri6ITOPiB KalbLMHEBPHHY Ha Mpenapar Pamamys
Y TIALi€HTIB 3 MiATPUMYIOUOIO TEpATiclo MiC/Is TpaHCILIAHTaIi] HHPKH, ITiIBHIIEHE BUIiJICHHS 6ilKa
B Cevl 3a3BUYal criocTepiranocs yepes 6-24 micawi micns nepexony Ha npemnapat Panamys (nus.
po3ain 5.1). ¥ 2 % nauieHTis y qociimkeH i Takoxk OyJ10 3apeecTpoBaHO HOBHIA MOYATOK Hedpo3y
(sedpoTrunuit cunapom) (aue. posmin 4.8). IpyHTyrOuHMCh Ha iHOpMaLi BIIKPUTOTO
PaHIOMI30BAaHOTO JIOCITI/KEHHS, TIepexis 3 IHri6iTOpa KalbLMHEBPHHY TaKpPOIIMYCy Ha rpenapar
PanamyH y nauieHTiB 3 mixrpumyrouoro Teparniero micis TpaHCIUIaHTalll HUPKU OYB OB’ I3aHMi

3 HECHIPUATIMBUM NpodinieM Gesnednocti Ge3 minBHIIeHHs eheKTUBHOCTI i TOMY He MOxke OyTH
PEKOMEHIOBaHMH (JUB. po3ain 5.1).

OnHouacHe 3acTocyBanHs npenapaty Pamamyn 3 inriGitopom KaJIbIUUHEBPUHY MOXe 301IbIIUTH
PH3HK IOSBH IHIyKOBAHOTO iHIiGiTOPOM KalbLIMHEBPHHY FeMOJIITHYHO-YPEMIYHOTO CHHAPOMY,
TPOMOOTHYHOT TPOMOOLMTONEHIYHOT Ty pITypH a60 TPOMBOTHYHOT MiKpoaHrionarii
TYC/TTIVTMA).

Inzioimopu I'MI™-KoA-pedyxmazu

Y KJIHIYHHX TOCTIDKEHHSX OJHOYacHe 3aCTOCYBaHHS npenapary Panamyn i iHri6itopis
I'MI'-KoA-penykTasu Ta (aGo) ¢iGparie nmepesocmiocs no6pe. ITin yac Tepanii npenapatom Pamamys
i3 HUKIIOCTIOpHHOM A a60 Ge3 HBOoro 3a ManieHTaMyd HeOOXiTHO CIIOCTEPIraTH Ha MpeaMeT
MIJABHIIEHHS PiBHA JIMIIB, a 32 MallicHTaMH, sAKi OTPUMYIOTS iHribiTop I'MI'-KoA-penykrazu

Ta (a60) dibpar, ci1ix crocTepiraTH Ha IPeAMET MOMKIMBOTO PO3BHTKY pabaoMiofi3y Ta IHIIHMX
NOOIYHMX peakuii, K Le 3a3HaYacThCs Y BiAMOBiHI KOPOTKIii XapakTepHCTHIIi JIIkapChKOro 3acoby.

Izoghepmenmu yumoxpomy P450

CrinibHe 3aCTOCYBaHHS CHPOTIMYCY 13 CHIIBHUMM iHri6itopamu CYP3A4 (TakuMu SIK KeTOKOHA3011,
BOPUKOHA30J1, ITPAaKOHA30J1, TEITPOMILIUH 260 KIapuTpomiuuH) abo ingykropamu CYP3A4 (takumu
AK pudamitiz, pudabyTHH) He peKOMEHIYeThCS (JIMB. poznin 4.5).

Habpax Keinke

CninsHe 3acTocyBaHHs npenapaty Pamamys it IHri6ITOPiB aHTiOTEeH3HHIIEPETBOPIOIOYOTrO depmenTy
(AII®) npuseeno g0 peakwuiii Tuiry Habpsiky Kginke. ITinsumeni PiBHi CHpOJIMYCy, HaNpUKIaz,
U€pe3 B3aEMOIIIO i3 CHIbHUMH iHriGitopamu CYP3A4 (3 cymyTHiMu iHribiTopamu ATID abo Ge3
HHX) TaKOX MOXYTb IIOCHIIIOBATH Habpsk KBirke (nuB. po3in 4.5). V neskux Bunamkax Halpsk
KBinke sHHKae micns MPUIMHEHHS 3aCTOCYBaHHS a60 3MEHIICHHS 103K npenapary Pamamys.

ITineuinena yacToTa miATBEpKEHOro Gioncicko roctporo Bigropraenss (IIBI'B) y penumieHTis
HHUPKOBOTO TPaHCILIAHTATY CHOCTEpiranacs B pasi OXHOYACHOTO 3aCTOCYBAHHS CHpOJIIMYyCY

3 iHriGitopamu ATI® (quB. posain 5.1). V pasi ogHOwacHoro npuiiManns iHriditopis AIID crin
YBaXKHO CTIOCTEpiraTH 3a MauieHTaMHu, iKi OTPUMYIOTb CHpOITIMYC.

Baxyunayis

IMyHO€TIDECAHTH MOKYTh BILTMBATH Ha BilIOBiAs HA BAKIMHALLIO. ITin yac nikyBanHs
IMyHOJIeNIPECaHTaMH, 30KpeMa TperapaTom Panamywn, BakuuHanis Moxe 6yt MeHI €(EKTUBHOIO.
Hix 4ac nikysauus npenaparom PamamyH ciin YHUKATH BUKOPUCTAHHS KHUBUX BaKIIWH.
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31105KiCHE HOBOYTBOPEHHS

ImyHOCynpecis Moxe CIPUYMHATH MiABUIIEHY CXMIBHICTD 10 IH]EKILiH, a TAKOK MOKIIUBHI
PO3BHTOK JIM(GOMHM Ta IHIIMX 3JTOSKICHHX HOBOYTBOpPEHb, 0COOIMBO Ha LIKipi (po3/in 4.8). Sk
3aBIK/IM 115 MAL[IEHTIB 3 MIJABULICHAM PU3MKOM PAaKy IIKIpH, BILIMB COHSYHOIO CBiTIA i
yaeTpadionerosoro (Y®) cpitia ciii 06MeskyBaTH 3a TOMOMOTOKO 3aXHCHOTO 01Ty M BUKOPHCTAHHSA
COHLIE3aXHCHOTO KPeMy 3 BACOKMM KOe(illieHTOM 3aXHCTy.

Indexuii

HanmipHe npurniveHHs iMyHHOT CHCTEME MOsKe TaKo 361IbIIMTH CXIIBHICTE 10 iHbeKuiH,
BIUIFOMHO 3 ONIOPTYHICTHYHUMH iHdeKuisamu (GakTepianbhi, rpu6KoBi, BIpyCHi Ta HaiinpocTimi),
JIeTaNIbHUMH IHOEKIIIIMHU Ta CEeIICHCOM.

Cepenl LMX 3aXBOPIOBAHE Y PELMITIEHTIB HUPKOBOrO TpaHCIUIaHTaTy — Hedpomaris, 0B’ s13aHa

3 Bipycom BK, i mporpecytoua MyneTHbOKanbHa neiikoenuedanonarist (IIMJT), or’si3ana 3 BipycoMm
Joxona Kanninrema. Li indekuii yacTo 1oB’s13aHi 3 BUCOKMM 3araibHUM IMyHOCYTIpECUBHIM
HaBaHTaXKCHHAM 1 MOXYTb NPU3BECTH 10 CepHO3HUX ab0 JeTaTbHUX CTaHiB, sKi JIiKapi MOBUHHI
BPaXOBYBAaTH IiJl 4ac nu¢epeHiabHOT JiarHOCTHKH B MALIEHTIB 3 0C/Ia6IeHIM IMyHiTETOM

3 (QYHKII€I0 HUPOK, 1O TOTipIIyeTHCs, a60 HEBPOJIOTIYHUMH CHMIITOMAMH.

TloBimomisIocst mpo BUMaAKK MHEBMOHIT, CIIPHYMHEHOI Preumocystis carinii, y peluItieHTis
HUPKOBOTO TPAHCIUIAHTATY, SIKi HE OTPUMYBAJIH IPOTHUMIKPOGHY npodinaktuky. Tomy
NPOTHUMIKPOOHY NMPoGiNakTHKY NPOTH THEBMOHIi, CHPHYHHEHOI Preumocystis carinii, cin
TIPOBOJIMTH MPOTATOM Nepikx 12 MicsuiB mic/is TpaHcmaHTarii.

IlpodinakTuky iHdekuii, cnpuyuHeHOT uuTomeranoBipycom (LIMB), pekoMeHTyeTbCs MPOBOMTH
NPOTATOM 3 MiCsLiB MiC/Ist HAPKOBOT TPAHCILIAHTALLT, OCOBIHBO B NAL{EHTIB i3 MIABULIEHAM PU3UKOM

3axBoproBaHHA Ha [[MB.

Topymenus dyHKIUT neyinku

V nauienTis i3 nopymennaM GyHkuii neuinku PCKOMEHITY€ThCS PETENIbHO KOHTPOJTKOBATH 3ATHIIKOB]
PiBHI cuponiMyCy B LiNbHiH KPOBi. V MALiEHTIB i3 TOKKHAM NOpYIEeHHAM QYHKINT MeYiHKH
PCKOMCHAYETECS SHIDKEHHS IIATPUMYIOUO] 103U BIIOJIOBUHY Y 3B’SI3KY 31 3HIJKCHHAM KJIipeHCy (IuB.
po3ainu 4.2 i 5.2). OCKiNbKM B LMX MALI€HTIB NEpiofl HAMIBBHBEICHHS 36iMBIIy€eTECS, TepaneRTHYHUIA
MOHITOPHHT JIIKapCBKOTO 3ac06Yy Mmic/Ist HaBaHTAXYBaILHOI 1031 a00 3MiHM J03H CIIiJ IPOBOAUTH
NPOTArOM TPUBAJIOTO MEPIOAY Yacy [0 JOCSATHEHHS CTabiIBHUX KOHUEHTpaUil (auB. po3ainu 4.2
15.2)

Homynsuii peuynieHTiB TPAaHCIUIAHTATIB JIEreHiB i HEYIHKU

Besneunicts i edexrnpHicTs 3acTocyBanus npenapaty Panamyn sk iMyHoCynpecHBHOI Teparii He
BCTAaHOBJICHI B PELMITICHTIB TPAHCILTAHTATY JICTEHIB a60o TIEYiHKH, @ TOMY 3aCTOCYBaHHS rpernapary
B TAKHX MAL[i€HTIB HE PEKOMEH/TYEThCSI.

Y IBOX KJIIHIYHMX JOCIIDKEHHAX 32 YYaCTIO TNAL[EHTIB, SKi epeHeCH TPAHCIUIAHTALLIIO MeYiHKH

de novo, BAKOPHCTaHHA CHPOTIMYCY B ITO€/IHAHH i3 LMKJIOCTIOPHHOM 260 TakposimMycom 6yi1o
TOB’A3aHO 3i 30LTBIUICHHSM YaCTOTH TPOMBO3Y MEYiHKOBOT apTepii, 10 B OCHOBHOMY MPH3BOMIO [0
BTPaTH TPaHCIUIaHTaTa abo cMepTi.

Kninivyne mocnimpkenns peuurmieHTis TPaHCIUIAHTATy MEYiHKH, BIiOpaHUX BUIIAAKOBO 171 nepexony

31 CXeMH Ha OCHOBI iHriGiTopa KanpuuHeBpuHy (IKH) Ha cxemy Ha ocHOBI CHpPOJIIMYCY TIOPiBHAHO

3 IPOAOBXKEHHAM cXeMH Ha ocHoBi IKH, npotsrom 6—144 micaiip micis TPAHCIUTAHTAL T NeYiKHHe,,

TIPOZACMOHCTPYBAIIO NI€PEBATH B CKOPUIOBaHii 3a BUXianuM piaem [LIKD depes 12 micsy 2 L 'M*;Jar“\%

(4,45 mn/xB 1 —3,07 Mi/xB BiINOBIIHO). V HOCTimKEHH] TaKOK He BIAJIOCH npozxeMOH?ﬁ{}ggéf}H HE %o N
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MCHIIY e()eKTHBHICTH 3a OKa3HUKAMH IIBHAKOCTI KOMOIHOBAHOT BTPATH TPAHCILIAHTATa, BiACYTHIX
JIlAHUX TIPO BIKMBAHHS 400 NETaNbHUX BUIAAKIB Y TPy NEPEXO.ly Ha CUPONIMYC TIOPIBHAHO

3 Ipynolo nponoesxenns repanii IKH. Yactora neranpnux nacninkie y Tpymi, IO OfiepKyBana
cupoItiMyc, OyJia BUIIOKO, HIK Y TPy TIPOLOBKEHHS mikysannsa IKH, xoua pisHuws ve mana
CTaTHCTHYHOT 3Ha4ymocTi. Yactora nepemyacHoro NPHITMHCHHSL YYacTi B JOCTIIPKEHH], MOOIYHIX
peaxuliii 3aranom (i ingekuiii 30xpema) i MiATBep/KeHOro Gioncieo rocTporo BIATOPrHEHHS
TpaHCILUIaHTaTa Me4iHKK Yepe3 12 Micsuis Gyma CyTTeBO BUIIOW0 B TPYIIi MEePexoay Ha CUPoTIMyC
TNOPIiBHAHO 3 rPYIOIO MPOJOBKeHHs Tepanii IKH.

Haiibineu yacti Bunamku HecipomoskHocTi OpOHXiaTbHOrO aHACTOMO3Y 3 JIeTATLHUMHU HacJIigKamMu
MOBITOMIISUTHCE Y MALIIEHTIB Mics TPaHCIIAHTALT JIereHiB de n0vo, KoM cHpostiMyc 3aCTOCOBYBABCS
B paMKaX CXeMH IMYHOCYNPECHBHOTO JIiKyBaHHS.

CHucTeMHUI BIIJIUB

IToBimomnsnocs npo BUMaaKu TIOpYUIEHHS 200 CMOBINBHEHHSs 3aTOCHHA PaH Y NaLi€HTIB, AKi
OTpUMyBaJIi npenapar Panamyn, 3okpema nimgonene B peunmienTis TPaHCIUIAHTaTy HUPKHU Ta
PO3XOJDKEHHS KpaiB paHH. 3TiHO 3 TaHHUMH 3 METHYHUX JKepelt, MALIEHTH 3 iHIEKCOM MAacH Tina
(IMT) monaz 30 kr/m? MoxyTB 3ITKHYTHCS 3 HiBHILEHUM PH3HKOM NOPYILICHHS 3arO€HHS PaH.

Takox MOBiZOMIIAIOCS PO BUMAAKH HAKOMHYEHHS pinvHY, 30Kpema nepubepudHHii HaOpsIK,
TICBPAJIbHUH BUITIT 1 [IEPUKAPiaibHUIA BUITIT (BKITIOYHO 3 FeMOIMHAMIYHO 3HAYYIIMMHU BUITOTAMHU
B JIITEH i JOPOCINX) y MAL[i€HTIB, sk OTpUMYBaJIH ipenapat PanamyH.

3actocyBanns npenapary Pamamyn CYNpPOBOJUKYBAJIOCH MiABUILEHHAM PiBHSA XONECTEPHHY Ta
TPHUIIIUEPUIIB Y CHPOBATII KPOBI, 1[0 MOYXe NOTPeOyBaTH BIANOBIAHOTO JTiKyBaHHS. 3a NalieHTaMH,
AKMM BBOIATE Npenapat Pamamyw, citin cnocrepiraty va npeamer rinepJinigemii 3a Jonomororo
n1abOpaTOPHUX TECTIB, a B Pa3i BHABIEHHS TiepIiniAeMil C/Tix o4aTH Taki BTpydaHHs, K nieTa,
¢isuuni Bripaeu ¥ rinoninigemivsi 3aco6m. Ilepen mouaTkoM iMyHOCYTpecHBHOrO JIKyBaHHA 32
CXeMOI0 3 mpenapaToM PanamyH ¢t posrisHyTH CITiBBiqHOLICHHS KOPHCTI i PU3HKY IS MAL[iEHTIB
i3 BCTAHOBJIGHOIO rinepiTimizeMiecro. AHANTOrYHM YMHOM CJTiJl IEPEOLiHUTH CITiBBi AHOLIEHHS
KOPHCTI # PUSHKY LIOO NPOJOBKEHHS Tepartii npenaparom PanmamyH y nmauieHTiB 3 TSHKKOO
pedpakTepHOLO rinepiminemiero.

Caxapo3a if JakTo3a

Caxaposa
Le#t npenapaT He MOKHA NPU3HAYATH NALi€HTAM 3 PIAKICHOIO CITaJIKOBOKO HEMEPEHOCUMICTIO
(pyKTO3H, IIIFOKO30-TaTaKTO3HOO Masbabcopbuiero abo HeqOCTaTHICTIO LYKPa3Hu-i30MaJIbTa3H.

Jlaxmoza

IManienTam i3 TakuMM PiIKICHUMH CIATKOBUMHU 3aXBOPIOBAHHAMH, SK HENIEPEHOCHMICTh IaaKToO3H,
JIaKTa3Ha HeJOCTAaTHICTh caaMiB abo CHUHIPOM ManibabcopOuii IIFOK03H Ta TaJIaKTO3H, HE CJTif
NPUIMaTH Lei JTiKapchkuii 3aci6.

4.5 Bsaemonis 3 inmmmu gikapeskavu 3aco6amu i i BH/IH B3a€MOJii

CuponiMyc iHTeHCHBHO MeTaGomi3yeThes i3odepmenTom CYP3A4 y cTiHUi KMIIKiBHUKA i HEYiHII.
Cuposimyc Takox e cy6eTpaTom s e(IOKCHOr0 Hacocy, 1o 3a0e3neuye MHOXHHHY JKapCBKy
CTilKicTh, P-rinikonporeiny (P-gp), po3TamoBaHoro B TOHKOMy KMIIKIBHUKY. OToKe, Ha abeopbiiro
H ToJianbIle BUBE/ICHHS CHPOITiMyCY MOXKYTb BILTHBATHU PEHYOBHHH, 11O BIUTHBAIOTE HA I1i GiIKH.
Inri6iropu CYP3A4 (taki six KETOKOHA30J1, BOPUKOHA30J1, iTPaKOHA30J1, TETPOMiLMH a60
KTapUTPOMILIMH) 3HIKYIOTh MeTaGoTizM CHPOJIIMYCY H ITiIBHIIYIOTH KOHLICHTPAILIO CHPOTIMYCYy.
Tunykropu CYP3A4 (taki six pudamminmn aGo prdabyTn) 36inbIyIOTH MeTaboTizM CHpOJTI) 2
¥ 3HIKYIOTB KOHUIEHTPALIitO cuponimycy. CriinibHe 3acTocyBaHHS CHPOJIIMYCY i3 CHIBHUM
inri6itopamu CYP3 A4 aGo ingyxropamu CYP3A4 He PeKOMeHyeThCs (TUB. po3ain 4.4)
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Pudammnitmn (ingyxrop CYP3A4)

VBenenns 6aratopasosux 703 prdamMITiMHy 3HH3HIIO KOHUEHTPALLIo CHpPOIIIMYCY B LiNbHiM KpOBi
Nic/1g OJHOPa30BOro npuitManus 10 mr [IEPOPAJILHOTO pO34MHY npenapary PanamyH. Pudamniuun
301IBbLIYBaB KIIPEHC CHPOJIiMYCY NPHOIH3HO B 5,5 pasu i 3HmKyBaB AUC i Ciax npu6nusHo Ha 82 %
171 % Binnorigno. CrinbHe 3acToCyBaHHs cupoltiMycy i pudaMITiEHy He PeKOMEH/TYEThCs (nue.
posain 4.4).

Kerokonazon (inricitop CYP3A4)

3acTocyBaHHs GaraTopasoBux 103 KETOKOHA30I1y CYyTTEBO BIUTMBAJIO HA MIBUAKICTE i CTYITiHb
BCMOKTYBaHHsI Ta BILIMB CHPOJIIMYCY 3 PO3UMHY npenapary Pamamys mwis HEPOPAILHOIO
3aCTOCYBaHHS, 10 BioOpaxkaeThes 301IbIICHHSIM TOKA3HUKIB Cuax, tmax 1 AUC cuponimycy B 4,4, 1,4
Ta 10,9 pasu eignoeizuo. CriinbHe 3acTocyBanHs CHPOIIIMYCY H KETOKOHA301Ty HE PEKOMEH/TYEThCS
(aMB. posnmin 4.4).

Bopukonasou (inri6itop CYP3A4)

Hosinomnsnocs, mo crninbHe 3acTocyBaHHSA cuporiMycy (pasoBa 103a 2 Mr) 3 6araTopasoeum
NpHAMaHHAM BOPUKOHA30ITY TS IEPOPATTBHOTO 3actocyBaHs (400 Mr koxHi 12 rogun npoTarom
1 mrst, motim 100 mr koxkHi 12 romus npotsirom 8 JHIB) Y 300POBUX JOGPOBONBLIB 36iMbuIye Crax
1 AUC cuponimycy B cepennromy B 71 11 pasiB Bianoeinuo. CriifibHe 3acTocyBaHHs CHpOIiMyCy
H BOPHKOHA30ITy HE PEKOMEHIYEThCS (IUB. po3i 4.4).

Junriazewm (inri6irop CYP3A4)

OnnovacHe npuiiMaHHs posuuHy npenapary Panamys mis NePOPANLHOIO 3aCTOCYBaHHA B 1031 10 Mr
1 IunTiasemy B 103i 120 Mr cyTTeBo BILTHHYIIO Ha GiogocTynHicTs cuponiMycy. TTokasHUKH Cax, tmax
1 AUC cuposimycy 36inbirysanuce y 1,4, 1,3 ta 1,6 pasu BianoBinHo. CupomniMyc He BIUIMBAB Ha
¢apmakokineTHKy aHi qunTiazeMy, aHi Horo MeTabomiTIB Ae3aleTUIIAMITIa3eMy Ta
JIECMETHIIANITIazeMy . SIKIIO 3aCTOCOBYEThCS UITIa3eM, cIIin KOHTPOJIIOBATH PiBEHb CHPOIIIMYCY

B KPOBIi M MO>Ke 3HATOOUTHCS KOPHUTI'YBaHHS JIO3U.

Bepanawmin (inri6itop CYP3A4)

Bararopasoee npuiiMaHHs po3unHy Bepanaminy i CHPOJIIMYCY J71sl HEpOPaIBHOrO 3aCTOCYBaHHS
3HAYHO BIUIMHYJIO HA IBH/KICTb i CTYTIiHB BCMOKTYBaHHS 060X JTKApCHKHX npenapatis. [Tokazuuku
Cuax, tmax i AUC cuponimycy B LisbHil KPOBi 30inburyBanuce y 2,3, 1,1 Ta 2,2 pasu BigmnosigHo.
Hoka3sunku Cmax i AUC S-(-) Bepanaminy B uiasmi KpOBi Oynu 36ibLIeHi B 1,5 pasy, a MOKA3HUK toax
3HU3MBCA Ha 24 %. CJli/i KOHTPOJIOBATH PiBHi cCHpOTTIMyCY i PO3IIIHYTH IIMTaHHS NPO BiaNoBigHe
3HIDKCHHS 1103 000X JTIKapChKHX MPenapaTis.

Epurpomiuun (inribitop CYP3A4)

baratopasose npuiiMaHHs po3unHy epUTpOMiNHHY i CHpOJIIMYCY JUIsl HEPOPATBHOTO 3aCTOCYBAHHS
3HAYHO MIABMIIMIO MBHUIKICTH i CTYTIiHB BCMOKTYBaHHS 060X JiKapchKUX npenapartie. [TokasHuKH

max, tmax I AUC cuponiMycy B uinbHii kpoBi 36i1bmyBammch y 4,4, 1,4 Ta 4,2 pasu Bignosigxo.
Hokasuuku Cmax, tmax i AUC epUTpOMIIIHHY 0CHOBHM B mTasmi KpoBi 30inpuryBammce y 1,6, 1,3 ta
1,7 pasu Bignosinuo. Ctix KoHTposIOBaTH piBHI CHPOJIIMYCY H PO3IVIHY TH ITAHHS TPO BiAIIOBiIHE
3HHKEHHA 103 000X JiKapChKUX Ipenaparis.

IHuxnocnopun (cy6erpar CYP3A4)

HIBuaKicTh i CTYMiHb BCMOKTYBaHHS CHpOJIiMycCy Oyid 3Ha4HO 36iTbIIeH] LUKJIOCTIOPHHOM

Cupornimye, o BBOAMTBCS 0AHOYACHO (5 M) i uepes 2 roaunw (5 mr) i 4 rogunn (10 Mr), ;h{ BHUY :

BBe/IcHHA CsA (300 mr), npu3Boaus 10 36inbmenns nokasauka AUC CHPOJIIMYCY TpHQéL %43;@8 HA o
183 %, 141 % i 80 % Bianoeiano. Britue CsA Takox Mo3HaYaBcs B 30iMbIIeHH] TOKA3HHKB Chax ©
x| st Bl
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1 tmax cuponiMycy. Ilix yac npuitMasss 3a 2 roaMnm 10 BBeJIeHHA CsA nokasHUkH Cpa, i AUC
cuponimMycy He 3minuucs. Pazosa no3a CHPOJIIMYCY He BIUIMBaNa Ha ¢apmakokiHeTHKY
LMKJIOCHOPUHY (MIKpOeMyIbCiT) y 310poBUX A06POBOMBLIE 3a YMOBH OIHOYAaCHOTO BBEJEHHS 200
3 IHTEPBAJIOM 4 TOIMHU. PeKOMEH/TyeThCS BBOIUTH npenapat PanamyH yepes 4 rogunam micis
LHKJIOCTIOPHHY (MIKPOEMYJIbCiT).

IlepopanbHi KOHTpaEenTHBH

Kiiniuno 3navymoi papmakokiHeTHUHOT B3aeMoii Mivk po3uMHOM nipenapary Panamyn ams
TIepopanbHoOro sacrocyBanHs i 0,3 Mr Hoprectpey/0,03 mr STHHLNECTPaioTy He CIIOCTEPiranocs.
Xoua pe3ysbTaTH JOCTiKEHHS B3aeMOIil OZTHOPa30BO1 103U 3 MEPOPaTLHAM KOHTPAIETITHBOM
TIPUITY CKAKOTh BIACYTHICTH (hapMaKOKIHETHYHOI B3aeMOi, PE3YJIbTATH HE MOXKYTh BUKIIIOYUTH
MOXKJIMBICTB 3MiH (JapMaKOKiHeTHKH, AKi MOXYTb BILIMHYTH Ha €(DEKTUBHICTb MEpOpaIbHOro
KOHTPAUENTUBY il 4ac TPUBATOTO JiKyBaHHs NPErapaTom PamamyH.

IHmi MokMBI B3aeMoytii

TuriGitopu CYP3 A4 MOy Th 3HHKYBaTH MeTaboi3M CHpOJIiMYCY H MiABULLYBaTH piBEHB
CcHpoITiMyCy B KpoBi. Jlo TakuxX iHTiGiTOpiB HamexkaTh reBHi NPOTHIPUOKOBI 3ac00HM (HanmpHKIIa,
KIOTPUMa30]1, IlyKOHa301, iTpaKOHA3011, BOPHKOHA30M), EBH] aHTHGIOTHKH (Hanpuknazn,
TPOJICAHIOMILIMH, TENITPOMILIHH, KIapUTPOMILIHH), TIEBH] 1Hri6iTopH poteas (HanpuKIaz,
pUTOHaBIp, iHAMHABIp, Golenpesip i Temanpesip), HIKapUIIiH, GPOMOKPHIITHH, IAMETUINH

1 1aHazour.

Tunyxkropu CYP3 A4 MOKyTh 36ibImyBaTH iHTEHCHBHICTD MeTaborisMy cupoiMycy i 3HIKYBaTH
piBEeHb cHpONTiMyCy B KpOBi (Hampukiaz, 3BipoGilt (Hypericum perforatum), MPOTHCYAOMHI 3aCO0U:
KapGamasenin, penobapbitan, beniToin).

Xoua cuponimMyc NpUrHidye MiKpOCOMATbHI LMTOXPOMH MEYiHKH JIOAUHU POIUHH Pssy CYP2CY,
CYP2C19, CYP2D6 i CYP3A4/5 in vitro, ne OYIKYETBCS, 10 AKTHBHA PEUOBHHA Oye npurHivyBaTH
aKTUBHICTB LIMX i30)€pPMEHTIB i Vivo, OCKIIBKH KOHLIEHTpaUii cupostiMycy, HeoOXinHi s
NPUTHIYeHHs, HabaraTo BUIi, HiX Y NALi€HTIB, gKi OTPUMYIOTh TE€PATICBTUYHI JI03H IpenapaTy
PanamyH. Inri6itopu P-gp Moy Th 3MeHuIyBaTH BinTik CHPOJIMYCY 3 KITITHH KUIIKiBHUKA

H MiBULYyBATH KOHLEHTPALIO CHPOITIMYCY.

I'peiindpyToBuii cik BruMBac Ha MeTaGomi3M, onocepenxoBanuii CYP3A4, Tomy citin yHuKaTH ioro
BXXURBAHHSY.

®@apmMakOKiHEeTHYHI B3a€MOii MOXYTb CIIOCTEPIraTHCs 31 ILTYHKOBO-KHIIKOBUMH NPOKIHETHYHUMU
TpenapaTaMu, TAKUMH SK IM3aNpUL | METOKIONpPaMiz.

Kninivno 3Hauymoi papmakokiHeTHuHoT B3aeMomii Mixk CHPOJIIMYCOM i 6y/Ib-5KOIO 3 TAKHX PEYOBHH:
alUKJIOBID, aTOPBACTATHH, JUTOKCHH, rTiGCHKIaMI I, METUJIIPEIHI30JI0H, Hideaurtin, MIPEAHI30JIOH
1 TpuMeTONpUM/CyNbhaMeToKCca3071, He crocTepiranocs.

[omynAmis namieHTiB AUTIYOrO BiKy

Hociimkenns B3aeMoii TikapchKiX 3aco6iB IIPOBOAMJIMCS JIMIIE B JOPOC/IMX MALliEHTIB.
4.6 ®epTHIBHICTD, BATITHICTD i JTAKTALiS

XKiHKM AITOPOAHOrO BiKY

ITix wac Tepamnii npenapatom Panamyn i npotsrom 12 TkHiB micis NPUINHHEHHA NpUManHt
npenapaty Panamyn HeoGxiaHO BUKOpHCTORYBaTH eeKTHBHI MPOTU3AILTiAHI 3ac06H (muB g2

pozzin 4.5). /6‘
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BaritHicTe

JlaHi 10710 3aCTOCYBAHHS CHPOTIMYCY V BariTHUX KiHOK Hapasi oOmexeHi abo MOBHICTIO BiACyTHI.
Y Xoni nocnimkeHs Ha TBapuHax OyJia BUsBIeHA PeNPOYKTHRHA TOKCHYHICT (IUB. po3ain 5.3).
TloTenLiHHMIA PU3HK 1718 TFOXMHHN HEBiOMMUIL. IIpenapat Panamyn He MoskHa 3aCTOCOBYBATH TIiJ] Yyac
BAriTHOCTI, OKPIM BUIIAJKiB HATANBHOT notpe6u. ITin yac Tepanii npenapatom Pamamys i npotsrom
12 TroxkHiB MiCA NPUIMHEHHS 3aCTOCYBAHHA npenapary Panamyn HeoOXifHO BUKOPHCTOBYBATH
eexTHBHI POTH3aMTiHI 3aCO6H.

3aCTOCYBaHH$I B HeDiOII TCPYAHOI'O BUTOJOBYBAHHS

Iicns npuitvanns cuponiMycy, MideHoro Pa/lioaKTHBHUM i30TOMNOM, PalioaKTHBHICTD BUIIISETHCS
B MOJIOKO IypiB, sKi rofyots. Heinomo, un npoumkae CHPOJIIMYC y TPyIHE MOJIOKO mofieii. Yepes
MOYKIIMBICTE BUHMKHEHHS IIO6TYHMX PeaKLiii 11 BITHBOM CHPOJIIMYCY B HEMOBJISIT, SKMX FOYIOTh
TPYULO, TPyHE BUTONOBYBAHHS CJIil NPUITMHUTH I1iJ Yac JIiKyBaHHS npenapatom Pamamyn.

Briiue Ha penponykTuBHyY dyHKIIO

Y nesxuX nauieHTiB, ki OTpEMYBaH npenapat PanamyH, cocrepiraimcs NOpyIIeHHs MOKA3HHKIB
criepMH. Y OUIBLIOCTI BUMTAMKIB MiCaS NPHITHHEHHS 3acToCyBaHHA npenapaty PanamyH ui epektn
Oyu 0GopoTHUMH (IHB. po3in 5.3).

4.7 3parHicTh BILIABATH HA MIBHAKICTD peakuii i 4ac KepyBaHHs ABTOTPAHCIOPTOM 260
IHIAMHA MexaHi3MaMu

Binomocreit mozno BBy npenapary Panamyn Ha 3natHicTs kepyBaTH TPaHCIIOPTHUMHM 3ac06aMu Ta
TPALIOBATH 3 MEXaHI3MaMHU Hapasi Hemae. JlocIi/KeH s BIVTHBY Ha 3/aTHICTD KepyBaTH
TPAHCIIOPTHUMH 3aC00aMH Ta NPALIOBATH 3 MEXaHI3MAMMU He TIPOBOHIUCA.

4.8 Hebaxani sBuma

ITo6ivHi peakwii, 0 cOCTEPIraroTHCs i/l Yac NPoGiNaKTUKU BiITOPrHEHHS OPraHa B pasi
TPaHCIUTAHTALIT HUPKH

Haiiyactimimu no6ivaumu peakuismu (3yctpivatotbest y > 10 % narieHTiB) € TPOMOOLIUTOIIEHIS,
aHeMis, rinepTepMis, rineprensis, rimokamiemis, rinodocdaremis, iHpekis ceUOBUBITHUX MUTAXIE,
rifnepxoyecTepuHeMis, rirepriikemis, rifepTpuriinepuaemis, 6ins B o6nacti xusora, nimMdouerne,
nepudepuyuHuit Habpsik, 6k y cyrmobax, akue, niapes, 6inb, 3aKpel, HyA0Ta, FOJIOBHHIA GiMb,
TiIBUIIEHHS PiBHS KPEATUHIHY B KPOBI if Mi/IBHIIEHHs piBHs nakTaTaerinporenasu (JIJII) y KpOBI.

acToTa BUHHKHEHH: Gy Ib-KMX NOGIYHHIX peakwiii Moske 301NIBIIYBaTHCS 32 361TBIICHHSIM
3QJIMILKOBOrO PiBHS CHPOITIMYCYy.

Haenenuii Hukde nepenik no6iunmx peaxwuiii 3acHoBanmii Ha JOCBiMl KIHIYHUX JOCTiHKEeHD
1 IOCBi/li BUKOPHCTAHHS B NIOCTpeECTpaLiifHOMY mepioi.

3a CHCTEMHO-OpraHHUMH KJIaCaMH Mo6iuHi peakuii repeniveHo mix 3aroNoBKaMH 9acTOTH (KilbKicTh
TNAL[EHTIB, y AKUX, K O4iKYETCS, PO3BUHETHCS peaxilisi), 3 BAKOPUCTAHHSIM TaKUX KaTeropii: ITyKe
4acto (= 1/10); wacro (Bix > 1/100 mo < 1/10); HewacTo (Biz = 1/1000 mo < 1/100); piaxo (Bix

>1/10 000 oo < 1/ 1000); HeBimOMO (HEMOKIIMBO OLIHUTH 3a HASBHUMHU JIaHUMH).

Y KOXHIH rpymni YacToTH HeGaxkaHi peakii pexcTaBeni B NOPSIAKY 3MEHUIEHHS CePHO3HOCTI.

BinbwicTs matienTiB npoxoaunu nikyeadus 3a IMYHOCYTIDECHBHMMH CXEMaMH, SIKi BKITIOU (7
npenapat PanamyH y noeananni 3 iHmuamu IMyHO/erpecanTaMu. 7 o>
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CucremHo- Hyaxe gacro (>1/10) Yacrto Hewacro (ix > 1/1000 | Piako (six |YacroTa Hesizoma
OPraHHUii Kaac (Bix > 1/100 no a0 <1/100) >1/10 000 (He MosKHA
<1/10) o BCTAHOBHUTH HA
<1/1000) | miacTaBi HasiBHUX
JAHMX)
[ exuiitnai Ta ITuermonis; rpudkosa  |Cencuc; Kounit Clostridium
napasurapHi indekuis; BipycHa nienoHepur; difficile;
3aXBOPIOBAHHS indexmnis; 6akrepiansna LUTOMEranoBipycHa | MikoGakTepiansHa
indekuis; inpexuis iHdexuis; indexuis (3okpema
IIPOCTOIrO repriecy; onepizyro4uit TyOepKy1603);
iH(exuis ceqoBuBinHMX |reprec, indexuis Bipycy
MIIAXIB COPUYHUHEHUI Emmreitna — Bapp
BIpycOM BiTpsHOT
BicIu
Jlo6posikicHi, Hemenanomumii pak | Jlimdpoma*; 3ioskicna Heiipoennokpunna
3JI05IKiCHI Ta mkipu* MenaHoMa*; KapluHOMa
HEYTOYHEHI MMOCTTPaHCIUIaHTalli}He mKipu*
HOBOYTBOPCHHS niMdonporidepaTusae
(30kpema kicTH Ta 3aXBOPIOBAHHA
TIOJTiITH)
Poznanu 3 Goky TpomGouuronenis; T'emomnituxo- ITanuuTonenis;
KPOBOHOCHOT aHeMis; JeHKomneHis ypemidauit TpoMOOTHYHA
i nimbaruaHoi CHUHIIPOM; TPOMOOLUTONEHIYHA
CHCTEM HEHUTpOTIeHis nypIypa
Poznanu 3 Goky linepuytnusicts
IMyHHOT cucreMu (30kpema
AHTIiOHEBPOTHYHUIH
HaOpsIK,
a”aQinaKTU4HA
peaxuis
¥ aHadinakroinua
peaxiris)
MeraGomiuni Ta INinokamniemis;
aiMeHTapHi rinodocdaremis;
po3nanu rinepiimigemis
(30kpema
rinepxonecrepunemis);
rinepriikemis;
TiNepTPUrTiepHaEMis;
LyKpPOBHH Jiaber
Posnanu 3 6oxy T'onoBHwuit Gins Cunapom
HEPBOBOI CHCTEMHU 3BOPOTHOI 3a{HBOT
eHuedaronarii
Poznanu 3 Goxy Taxikapuis IMepuxkapaiansnuit
cepus BUIIIT
f\'\&P“’Ha\l
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CucremHo- Jyxe uacto (>1/10) Yacro (Bix Heuacro (i Pinxo (Bix Yacrora
OpraHHHMii Ki1ac >1/100 no >1/1000 mo 21/10 000 no | HeBizoma (He
< 1/10) < 1/100) <1/1000) MOKHA
BCTAHOBHTH
Ha migcraBi
HASIBHUX
JaHUX)
Cynmunni posmann | Tineprensis; TimMdonene Benozuuii Jlimpenema
TpoM603
(30xpema
Tpom603
IHOOKHX BEH)
Posnanu 3 Goky Jlerenena Jlerenera AnbBeonspHuii
peciipaTopHoi eM0outist; KpOBOTEYa HPOTEiHO3
CHCTEMH, IPYIHOL [THEBMOHIT*;
KJIITKH Ta IUIEBPAIbHHUM
CEePENOCTIHHA BHIIIT; HOCOBA
KpOBOTEYa
Posznanu 3 6oky Binb y sxuBoTi; 3akpen; [Tankpeatur;
LTy HKOBO- Hiapesi; Hyjota CTOMATHT; aCLIUT
KHIIKOBOT'O TPAKTy
I'enarobiniapui [Mopywrenus dyukuii nevinku IleyinkoBa
posnanu (30Kpema MifBHILEHHS PiBHS HEJOCTaTHICTE*
aja”iHaMiHoTpaHcdepazu
¥ MiIBUINECHHS piBHA
acmapraramiHoTpaHcdepasu)
Poznanu 3 6oky Bucun; ByrpoBuii Bucun Excdomiarusunii | Jlefikormro-
LIKIPU Ta JIEPMATHUT KIIaCTHYHHH
niAmKipHoi BaCKYJIT
KJTITKOBUHU
Posnanu 3 Goky Aprpanris Ocreonekpos
OIIOPHO-PYXOBOTO
arapary Ta
CIOTy4YHOI TKAHUHH
Posnanu 3 Goky Iporeinypis Hedporuynmii
HHPOK CHHIPOM (IHB.
i ceyoBUBigHOT posain 4.4);
CUCTEMH (okansHo-
CerMeHTapHuH
TJIOMEPYIOCKIepOo3*

Poznanu 3 Goky
CTaTeBOI CUCTEMU
Ta MOJIOYHUX 3aJ103

ITopymeHHs MeHCTpyaEHOrO
UMKy (30KpeMa aMeHopest
H MeHoparis)

Kicra seynuka

34




7 (’”}

L

CucTeMHO-0praHHuii
KJac

Hyxe yacro (> 1/10)

Yacro (8ig >1/100
o <1/10)

Heuacro (Big

> 1/1000 0 < 1/100)

Pinko (Bin Yacrora
21/10 000 g0 | wmeBizoma (ne
<1/1000) MOZKHa
BCTAHOBHTH Ha
niacrasi

HAsIBHHX 12HUX)

3araneni posmagu ta | Habpsx;

peaxuil y micui nepudepuaHuit

BBE/ICHHS HaOpsK; mipekcis;
O171B; TIOpyLIEHHS
3aroeHHs*

JIaGoparopui IinBuimenus

JOCIIIKEHHS

JIAKTaTAEeTiApOoreHasu
B KPOBI; T IBUILEHHS
KpeaTHHIHy B KPOBi

* JTUB. po3in HibKyYe.

Ormmc okpeMux moGiuHKMX peakiiii

IMyHoCynpecis 36inblnye cpuiHATINBICTS 10 PO3BHUTKY TIM(OMH Ta iHIINX 3IOSKICHHUX
HOBOYTBOPEHb, 0COO/IMBO Ha WIKipi (1uB. po3in 4.4).

Cepen nauieHTiB, siki OTpUMyBaTH IMyHOZIeTIpECaHTH, 30KpeMa Hpenapar Panamyn, noeinommnsnocs
pO BUMAIKK HeponaTii, moB’s3aHoi 3 Bipycom BK, a Takosxk [IPO BHIIAJKHU MPOrPeCyroi
My bTHOKaTBHOI NefikoeHuedanonarii ([IMJI), nop’s3anoi 3 BipycoM JIxona KaxniHrema.

TloBimoMnsmoOCs PO renaToToKCHYHICT. PU3Kk Moske 30iMbLIyBaTHCS 31 301BLICHHAM
3aJIMIIKOBOTO PiBHA cuponiMycy. Hanxonunu pinkicui noeizommenms PO JIETATBHUIM HEKPO3
NEYiHKH 3 MABHIEHHM 3aTHIIKOBEM PiBHEM CHpOJIIMYCY.

Bunanku inrepcruuiansnoi xsopo6u jerenis (30Kpema MHEBMOHIT i HeyacTo o6iTepyrOYMit

OpOHXIONIT 3 MHEBMOHI€0, IO OpraHi3yeThCs (BOOP), i nerenesuii ¢ibpos), neski 3 neTanbHAMU
HacIiAKaMu, 6e3 OyIb-sK0i BCTaHOBIeHOT iHDEeKLiitHOT eTionorii CIIOCTEPITaIuCh Y NMALi€HTIB, SKi
OTPUMYBAJIH IMYHOCYIIPECHBHE JIIKYBaHHS BKIIIOYHO 3 npenapatom PanamyH. ¥V neskux Bunaakax
IHTepcTULIaTIbHA XBOPO6a JIEreHiB 3HUKAE MicIIs TIPUITMHEHHS 3aCTOCYBaHHA Npenapary Panamyn

a00 3MeHIIeHHs Horo 103u. PU3uk Moyke 36UTbLI

CHpOJIiMYyCY.

YBATHCA 31 301IBIIEHHSM 3aIMLIKOBOTO PiBHS

IoBizoMIIsnoCs PO MOPYIIEHHS 3ar0EHHS MiCIIs TPaHCIUIaHTallii, 30KpeMa PO3XOKeHHS [IBIB
arloHEeBPO3Y, MiCAONepaliiiHy IPIKY i MopyeHHs AHACTOMO3Y (HaNpUKJIaZ, paHH, CYIHH,
AUXabHHX IUIAXIB, CE4OBUBIIHMX LLIAXiB, )KOBYOBHBIIHUX LISAXIB).

Y HesKuX mauieHTiB, sSKi OTpUMyBaIH npenapaT PanamyH, cioctepiranucs mopyIeHHs MOKa3HUKIB

criepMH. Y OiMBLIIOCTI BUNAAKIB MiC/Is 1T

Oy o6opoTHHMH (auB. po3in 5.3).

Y mauientis i3 3aTpuMKoio QyHKIUii TpaHCIIaHTaTA cCHp

byHKUIT HAPOK.

OZnHovacHe 3aCTOCYBaHHS CUPOIIMYCY 3 IHri6iTOpOM KasbIHHER

nosieu IKH-inmykoBanoro I'VC/TTIVTMA.

Tosizomnanocs npo dokanbumii cerMenTapHuii FIIOMEPYJIOCKIIEPO3.

Takox MOBiTOMIISIIOCS MPO BUNAAKK HAKOMHYEHHS PiAMHH, 30KpeMa nieprdepuyHuii HabpsK,
TUICBPANIbHUH BUIIT i MepUKapialbHUI BUIIT (BKIIOYHO 3 FeMOIHHAMIYHO 3Ha1{yH1HMI:I} :

B JIITeH 1 TOPOC/INX) y NallieHTIB, SKi OTpHUMYBaIH Tipenapar PanamyH.

35

PUITMHCHHS 3aCTOCYBaHHA Npenaparty PamamyH i edexktu

OJIIMyC MOJKE BIICTPOUMTH BiJHOBJIEHHS

PUHY MOKe€ 301TBIINTH PU3UK

7w K S
<, C 1 Rl
Ef:< 2

pna




Iin yac gocsimKeHHs 3 OLiHIOBAHHS GE3MEYHOCTI Ta e(beKTHBHOCTI ITepexo/1y i3 3aCTOCyBaHHS
iHriGiTOpPiB KaJBIMHEBPHHY HA 3aCTOCYBAHHS cuponiMycy (Linbosi pisHi cranommm 12-20 ur/mu

Y TIAL€HTIB, IKi OTPUMYBAIIH MIATPUMYIOUY TEPAITiiO TTic/s TPAHCIUIaHTaLlli HUPKH, BKJIIOYEHHSA JI0
AocnimKeHHs 6y/10 NPUIMHEHO B MiArPYITi NalieHTIB (n =90) i3 BUXIJHOIO WBHAKICTIO KITY6OUKOBOT
ineTpanii menme 40 Mi/xe (nuB. posain 5.1)). Y wiit TPYIIL JIKYBaHHS CHPOJIIMYCOM CriocTepirascs
BUILIMIT PIBEHb CepHo3HMX MOGIYHMX peakiliii, 30Kkpema IHEBMOHi, FOCTPOro BiITOPrHEHHS, BTPATH
TPAaHCIUIAHTaTa U JIETAIbHUX HaciAKIB (n = 60, MegiaHHMii yac mic/s TpaHCIUIaHTAalli 36 MicsILiB).

TloBimomanocs po BUNAAKH MOSBH KIiCT ACYHMKIB i NOPYIIEHHS MEHCTPYaIbHOro UKLy (30KpeMa
amMeHopero i MeHopariio). ITaLieHTiB i3 CHMITOMATHYHMMH KiCTAMH SEYHUKIE CIIiJ HaIIpaBJIATH J71s1
MOJABINOTO 00CcTeXKEHHS. YacToTa MOSBH KiCT SCUHUKIB MOYKe OyTH BHILIOIO B KIHOK

Y IPEMEHOMay3i NIOPIBHAHO 3 JKiHKAMH B [IOCTMEHOMAY3i. ¥ IesSKUX BUMAIKax KiCTH SCUHUKIB i Taki
TNOpYIIEHHSA MCHCTPYATbHOTO LIMKITY 3HUKIIU T1iCIIs TIPUITHHEHHS 3aCTOCYBAHHS npenapaty Panamyn.

IMonynsauist mamieHTiB UTSYOro Biky

KontponboBani kniniuHi nocmimkenns 3 MI03YBaHHSM, [IOPIBHAHHUM i3 TUM, AK€ Hapasi MoKa3aHe s
BUKOPUCTaHHs Npenapaty PanamyH y 10pociux, He IPOBOAMITHCA B AiTeH i MiUTITKIB MOIOJILE
18 pokis.

OuiHrOBaHHs 6€3MeYHOCT] NPOBOIHIH MPOTArOM KOHTPOJIbOBAHOI'0 KJIIHIYHOIO JOCITiIKEeHHS 3a
Y4acTIO MaLIeHTiB Monoute 18 pokiB micns TpaHcIUaHTaLii HUPKH 3 BUCOKUM IMYHOJIOIYHUM
PHU3MKOM, SIKH BU3HAYA€THCS SIK HASBHICTh B aHAMHE31 OTHOT0 a60 JIeKIITEKOX €T30 rOCTpOro
BIITOPrHEHHS aJIOTPAHCILIAHTATY i (a60) HasBHOCTI TATBEP/HKEHOT 3a J0MOMOroro0 Giomncii Hupku
XPOHIYHOT TpaHCTTaHTaLiHHOT HedponaTii (1uB. pozzin 5.1). 3acTocyranms npenapaty PanamyH
y KoMGiHawii 3 iHriGiTopamMu KalbUMHEBPUHY Ta KOPTHKOCTEPOIAaMH CYTPOBOKYBAIOCS
TiIBULIEHAM PU3MKOM MOTIipLUEHHS (yHKIIT HHPOK, NOPYIICHHSM PiBHS JIMiNiB y CHPOBATL KPOBi
(30Kpema MiBUIEHNM piBHEM TPHITLEPUIIB i XOJIECTEpUHY B CUPOBATLIi KPOBI) Ta iH(eKIiIMU
CEYOBMBIIHMX HIIsXiB. JIocimiukyBana cxema JTiKyBaHHs (TpHBase BUKOPHCTaHHA TIpenapary
PanamyH y noesnanHi 3 inri6itopom KaJIbIUHEBPHHY) He NOKa3aHa JOPOCIHM MalieHTam a6o
NauieHTaM IUTSYOTO BiKy (IMB. po3nin 4.1).

B inmomy nocnimkenti 3a yqactio nauiesTis y Bini 20 POKIB i MOJIOZIIIe Tic/st TPaHCILTAHTALi
HHUPKH, MIPU3HAYEHOTO JUT OUIHIOBAHHA G€3MEYHOCTI OCTYNIOBOTO NPUITHHEHHS Tepartii
KOPTHKOCTEepOiAaMu (TIOYHHAKOYH i3 IIECTH MICSIB Tic/s TPaHCIUIaHTaUii) 3 iIMyHOCYIpecHBHOT
CXEMH, iHiNiHOBaHOT 1ix Yac TpaHCIUIaHTAL|l, SKa BKIIOYAIa IMyHOCYTIpeciro B MOBHIfi 1031 sk
npenapatom PanamyH, Tax i iHTiGiTOpOM KaNbUMHEBPHHY B MOEAHAHHI 3 IHIYKUIEO TIpernapaTom
6azminikcumab, 3 274 BKIIOYEHUX MaricHTiB 19 (6,9 %), K moBimoMIIsIIOCS, MaTH
NOCTTPAHCIUIAHTALIHHAH iMdonporidepaTnenuit cuumpom (IITJIC). [oBinomnsinocs, mo ceper

89 mauieHTiB, y SKUX 10 TpaHCIUTAHTAL{T OyI10 3apeecTPOBAaHO CepOHEraTHBHMIA CTATYC MO0 Bipycy
Enwreiina — Bbapp (BEB), y 13 (15,6 %) possunyBcs [ITJIC. Bik ycix nauienrip, y sxux PO3BHHYBCS
ITTJIC, 6yB meHue 18 pokis.

Haxonuyenoro noceiny, mo6 pekomentysaty 3acToCyBaHHA Npenapary PamamyH mitaM i migmiTkam,
HEJOCTaTHRO (IUB. po3aia 4.2).

He6axkani sBuma, mo crnioctepiralotecs B nauienTis 31 CJIAM

besneunicts oninroanacs B KOHTPOJILOBaHOMY NIOCIIUKEHHI 32 ydacTio 89 nauienTin 3 JIAM, 3 skux
81 nmauient maB CJIAM, a 42 nikyBasucs npenaparom PamamyH (aus. poszin 5.1). [o6iuni peaxwii Ha
JKapCHKMIA TIpenapar, sKi CrocTepiranuics B MAIieHTIB 31 CJIAM, sinnosinamu Bizomomy mpodiso
Oe3neYHo T npenapary 3a MoKazaHHAM NpoQiIaKkTUKK BiATOPrHEHHS OpraHa B pasi TpaHCITaHTALi]
HHPOK, & TAKOX MOBIZOMIIAIOCS TIPO 3MEHLIEHHS Bary 3 GLIBIIOK YaCTOTOK BUHUKHEHHS pu
3aCTOCYBaHHI npenapaty Panamys nopiBHsHO 3 miane6o (1acto, 9,5 %, i wacto, 2,6 %).
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IloBinomieHHs npo Mino3proBani Mo6ivHi peaKit

Hosinomnenns npo migosprosani no6iuni peakwuii mics peecTpallii 1ikapchkoro 3acoly € BaXIHBOKO
npouenypoio. Lle nae smory snificHioBaTH Ge3nepeprHuii MOHITOPMHT CIIBEi JHOLIEHHS KOPHCTI Ta
PHU3HKY 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00Yy. Mennynux npauisHukie TIPOCSTH MOBIAOMIIATH PO Oy 1b-
SKi MI03proBaHi M0GiHi peaki 3a I0MOMOroio HAIOHATEHOT CHETEMH 3BITHOCTI, YKa3aHoT

B Zonatky V.
4.9 Ilepenozysanns

Hapasi nakonuyenmii 1ocBin mwono nepenosysanns e MiniManbaum. B OJHOTO IaLi€HTa CTaBCs
enizon dibpusuii nepeacepas micas npuitmanus 150 mr npenapaty Panamyn. 3aranom, noGivui
ABMINA NIEPEI03yBAHH BIANOBINAIOTE MepestideHuM y posini 4.8. V Beix Bumagkax IepeI03yBaHHs
CITiZl PO3MOYMHATH 3arallbHi MiATPUMYIOUi 3aX0/1. BUXOISYH 3 HH3LKOT PO3YMHHOCTI y BOA{

i BHCOKOTO piBHSA 3B’ 13yBaHHs npenapaty PanamyH 3 6inkamu CPUTPOLMTIB 1 IUTa3MH KPOBi,
nependavaeThes, Mo npenapar PanamyH He migracThes mianizy B Oymb-sIKiii 3HAYHIH Mipi.

5. ®APMAKOJIOI'TYHI BJACTHUBOCTI
5.1 ®apmakoauHamiuHi BIacTHBOCTI

®dapmakoTepaneBTHYHA Ipyna: iIMyHONENPECaHTH, CeleKTHBHI IMyHOJenpecanTH, KO aHATOMO-
TepaneBTHYHO-XiMiyHOT KiIacudikawii (ATX): LO4AA10.

Cuponimyc npurnidye aktupaniio T-KIiTHH, CHPUYHHCHY OUTBIIICTIO CTUMYIIIB, GJIOKYIOUH KaJbL{iii-
3AIEKHY W KallbUil-He3aNeKHy repeady BHY TPIlIHbOK/TITHHHOTO curHaity. JlocmiakeHHs MoKa3any,
110 HOTO BILIMB OMIOCEPEIKOBAHMI MEXaHI3MOM, BiAMIHHMM Bi MEXaHi3My IHKJIOCIIOPHUHY,
TaKpOJIMYCy Ta iHUIMX iMyHOzenpecanTis. ExcriepuMenTanbHi nami CBII4aTh MPO Te, LI0 CHPOJIMYC
3B’5I3y€ThCA 31 ciemudidauM uuTo30mpHIM Gitkom FKPB-12 i mo kommiexec FKPB 12-cupomimyc
NPUTHIYy€ aKTUBALIIO MillleHi panaMiliHy B KIITHHAX CCABIIB (mTOR), KiHa3H, KPUTHIHO BAXKITHBOL
U1 PO3BUTKY KIITHHHOTO LUKy IIpurnivenns mTOR npuseoauts no OJIOKyBaHHS IEKiIBKOX
creuudiYHMX MUTAXIB nepenadi curaay. Kinuesum PE3YJBTaTOM € IPUTHIYEeHHS aKTHBALI]
MiMGOLKTIB, 1110 IPU3BOAUTH 110 iMyHOCYTpecii.

Y TBapuH cHpONIMyC Mae NpAMUIA BIUTHB Ha aKTMBALiO T-KIiTHH i B-xnituH, npurdivyroun
IMYHOOIOCEPEIKOBaHI PeaKilii, TaKi K BiATOprHeHHs aJIOTPAHCIUIAHTATY .

JIAM xapaxtepu3yeTbes iHILIBTPaLiO JereHeBoT TKAHHHH 13 ITIaIKOM’ I30BUMH KJIITHHAMH, IO
MICTATE iHAKTHBYIOYi MyTawii reHa KOMILIEKCY TyOepKyab03HOro ckiieposy (TSC) (JIAM-knituam).
Brpara ¢yukuii rena TSC aktuBye cursansHuit mmsx mTOR, mo npuzBoaUTE N0 KITITHHHOT
nposideparii Ta BUBIIbHEHHS TiMpaHriOreHHIX axropie pocty. Cuponimyc npuraiuye
axtueoBanui X mTOR i, Takum umHOM, Tipoidepariro JIAM-KITiTHH.

Kiriniugi gocnimkeHHs

Hpodghinakmuxa eiomopenenns opzana

[auieHTH 3 HU3BKUM i cepeHiM iMyHOTOT YHIX PH3HKOM OyIJIM BUBYEHI B HOCIiUKEHH] hasu 3
3 eJliMiHallil MKJIOCTIOPHHY # MiATPHMYOUOT Teparii npenaparom PanamyH, ske BKIHOYAI0
TMAUI€CHTIB, SKi OTPUMYBAJIH AJIOTPAHCILIAHTAT HUPKH Bin JI0HOpa TPYMHOI TKAHUHU 200 KUBOrO
noHopa. Kpim Toro, 6y110 BKIFOUEHO PENHITIEHTIE 3 TIOBTOPHOIO TPAHCIUIAHTALIEID, Y AKUX
TOMEPEe/IHI TPAHCIUTAHTATH BUYKHJIM POTATOM He MeHIIe 6 MICSILIiB MiCJIs TpaHCILIAHTALlIT.
3acToCyBaHHsA IMKJIOCMIOPUHY He MPHIIMHAIM B TALICHTIE 3 €ni30amMH1 rocTPoro BiATOprHEHH
3 crynens 3a bandd, sxi Gy sanexni Bix mianizy, Y AKHX PiBEHb KPEaTHHIHY B CHPOBaTIHY”
nepeputyBas 400 Mxkmons/it a6o B sikux 6yna HexocTaTHs ¢yHKLiA HEPOK, 1110 He faBans’
MOJUIMBOCTI IPUIMHATH 3aCTOCYBAHHS MKIOCTIOpHHY. [1allicHTH 3 BHCOKMM IMyHOJTOT})

“JwPaiHg %x.
«aBﬁMur
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PHU3HKOM BTPATH TpaHCIIaHTaTa He OyJM OLIHEH] B OCTATHI# KiIbKOCTI B 10CTiKEHHIX
3 elMIHaUiT IMKIOCIOPUHY | M ATPUMYIOUOT Tepariii mpenaparom Pamamyw, i im He
PEKOMEHJI0BaHa 111 CXeMa JIiKYBaHHS.

Yepes 12, 24 ta 36 MicALIB MOKA3HUKH BUKHBAHHS TPaHCIUIAHTaTy Ta NalieHTiB Oy/M 0JHAKOBUMMU
A 06ox rpyn. Yepes 48 micsiuis cocTepiraiacs cTaTHCTHYHO 3HAYYINa PI3HULSA Y BUKMBAHHI
TPAHCIIAHTATy Ha KOPUCTb IPYNH Npenapaty Panamys micis emiminanii UKJIOCIIOPUHY TIOPIBHSAHO

3 TpyToIo Npenapary PanamyH 3 Tepariero LMKI0CTOPHHOM (BKITIOWHO 3 maiienTamu, 38’ 130K 3
AKUMH OYB BTpa4eHHUH 1T TIOJAIBIIOTO CIOCTEPEKEHH, i 6e3 Hux). IIporsrom nepiomy micns
paHzoMizanii 1o 12 micsiuie y rpymi eximinanii LIMKJIOCTIOPMHY YacTOTa MEPILOTO MiATBEPIKEHOTO
Biomnciero BinTopruenHs 6yna 3HaYHO BUIIOKO B rpymi ediMiHaLii MKIOCTIOPUHY MOPIBHAHO 3 IPYTIOKO
3 M ATPUMYIOUOKO TEPAITIEIO MKITOCTIOPHHOM (9.8 % mopiBHsHO 3 4,2 % Bignosinuo). ITics wporo
Pi3HMLI MiX IBOMa rpynamu He Gyiia 3HaYyIIOH0.

Cepenns pospaxoBaHa IBHAKICTE KITyGOYKOBOT dinbrpanii (LKD) vepes 12, 24, 36, 48 i 60 micsuis
OyJ1a 3HAYHO BUIIOIO B TAI[EHTIB, SKi OTpUMYyBaJIi nipenapat PanmamyH micns eniminanii
LMKJIOCTIOPHHY, HDK y TIAEHTIB Y TPyl JIiKyBaHHs npenapatom Panamyn i3 nukiocnopunom. Ha
TiCTaBi aHami3y JaHux 3a 36 MicsuiB i GinbIe, KM MOKa3aB 3pOCTarOYy Pi3HULIO Y BUKUBAHHI
TPaHCIUIAHTATy W HUPKOBIM (yHKIIIT, a TAKOK 3HAYHO HIHKUHIA apTepiaabHUIA THCK Y IpyTi eiMiHawii
LHMKJIOCTIOPHHY, OYJI0 BUPIlIEHO NPHIIMHUTH YYaCTh y A0CIiKEHH] TPYITH Teparii nmpenaparom
Panamyn i3 muxnocniopunom. Ha 60 micsinps 9acToTa 3705KicHIX HOBOYTBOPEHb, HE MOB’ I3aHUX 31
LIKipoto, GyJ1a 3HAYHO BMIIE B IPYII, [0 NpOZIOBIXKYBaJIa 3aCTOCYBaHHS LIMKJIOCTIOPHHY, TIOPIBHIHO

3 IPYTOI0, B SAKIH 32CTOCYBAHHS LUKIOCIIOPHHY 6yI10 npunuHeHo (8,4 % nopisHsgHo 3 3,8 %
BianoBigHo). o crocyeThes MegiaHHOrO 4acy 10 MepuIoi MOABU KapLHHOMH LIKIpH, BiH 3HAYHO
361TBIIHBCS.

besneunics i edexTrBHICTS MEpexony 3 IHriGITOPIB KaTbLMHEBPUHY Ha npenapar Panamyn

Yy MAUI€HTIB 3 NIATPHMYIOUOIO TepaIti€ro micis TpaHCIUIaHTalii HUpKH (6120 Micsmis mics
TPaHCIIAHTALIT) OUiHIOBATIACS B PAHIOMi30BAHOMY 6araToLeHTPOBOMY KOHTPOLOBAHOMY
ROCTIDKEHHI, CTpaTH)IKOBaHOMY 32 po3paxyHKoBoro IIIKD Ha BHXiZTHOMY piBHi (20—40 mr/xB
TOPIBHSHO 3 moHax 40 m/xs). CymyTHi IMyHOCYIpeCaHTH BKJTFOYaTH MikodeHoaty Moderu,
a3aTioNpHH i KOpTHKOCTepoiny. Brirouenns B IpyIy NAL[i€HTIB 3 BUXiAHOK po3paxoBaHo [ITK®D
Hipkye 40 Mi/xe Gy1o NpUHHEHO Yepes qucbananc SBUI Gesneky (ouB. po3min 4.8).

Y rpymi nauienTis 3 BUXiqHoO0 pospaxopanoio IIK® eume 40 m1/xe ¢yHkuis HEpOK y miomy He
TNOKpamunacs. HYacrora rocTporo BiaToprueHHs, BTpaTy TPaHCIIAaHTATy Ta JIeTAILHUX HACTiKIB
Gyna oaHakoBoro vepes 1 i 2 poxu. [To6iuni peaxwii, mo BUHUKAM i/l Yac JIiKyBaHHA, yacTile
CIIOCTepiraucs MPOTAroM HePUIUX 6 MiCSIiB mic/s TIepeXO/y Ha 3aCTOCYBaHHA Iperapary PanamyH.
Y rpyni 3 BuXigHOO po3paxosanoro IIIK® sume 40 mi/xe CepeHE ¥ Me/liaHHe CiBBiIHOIICHHS
Oinka B ceui if KpeaTHHiHy GyJIH 3HAYHO BHIIE B IpyIi nepexoy Ha npenapat Panamyn MOPIBHSAHO

3 Malli€HTaMH B TPYTI NPOJOBKEHHS 3aCTOCYBaHHSA 1HriGiTOpiB KaTbLMHEBPHHY Yepes 24 micsmi (nue.
posain 4.4). Takox Gy:o 3apeecTpoBaHo Tiepine BUHUKHEHHS He(po3y (HehpoTHIHHMI cunapoMm)
(auB. po3min 4.8).

Yepes 2 pokM 4acToTa HEMENAHOMHHX 3J0SKICHHX HOBOYTBOPEHB IKipH OyJla 3HAYHO HIKYOKO

B IPYTI, IO Nepeiiiia Ha npenapat PanamyH, nopisHsHO 3 TPYIIOIO, B SIKil NALliEHTH NPOIOBIKYBAIIH
Tepartiio iHribiropamu kanbuuHespuny (1,8 % i 6,9 %). ¥ miarpyni gocimKkyBaHuX nauicHTiB

3 BuxizHoro HIK® Bume 40 My1/xB i HopmMansHORO eKcKpeiero Ginka B ceui pospaxynkosa LIK®
Oyna BuuIOO Yepes 1 i 2 poku B marieHTiE, sKi HepeHIUTH Ha npenapat PanamyH, Hix wis
BiNOBiAHOI MArpyNM NanieHTis, ski TPOJIOBIKYBAJIM JIIKyBaHH {HTiGiTOpOM KaJIbLIHHEBPHHY.
HacToTa rocTporo BiITOprHeHHs, BTpaTH TPAHCIUIAHTATA i JIETAIbHUX HaciaKiB 6yna cxoxor0, ate
eKckpelis Ginka B ceui Gyia 36inbmena B rpymi JiKYBaHHS nperrapatom PamamyH wiei HiArpyIy.

He criocrepiranocs Gy np-sixoi 3Hauymoi pi3HHULI Y DyHKLIT
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cupoIiMycy yepe3 3—5 micsuie micis TPaHCILIaHTall, a60 NPOJOBIKYBAIH 3aCTOCOBYBATH
TaKponimyc. Byino Ginbiue modiunmx peakwuiit (99,2 % nopieHAHo 3 91,1 %, p = 0,002*) i Ginbure
BUITA/IKIB IPUMTMHEHHS JIIKYBaHHA Yepes 1o6iymi peakuii (26,7 % nopisusizo 3 4,1 %, p < 0,001 *)

Y TPy, 1O NepeHITa Ha CUPONTIMYC, TIOPIBHAHO 3 TpyIolo, sika npuiiMaia takpouimyc. Yacrora
MiATBEp/KEeHOro Giomnciero rocTporo BI/ITOPTHEHHA Oy1a B (p = 0,020*) y mauientis y rpymi
cupornimycy (11, 8,4 %) nopieHsHo 3 TpymoIo Takponimycy (2, 1,6 %) npotarom 2 pokis; GiiblicTs
BIATOPrHEHb MAJIO JIETKHii CTYITiHb TAKKOCT (839 (89 %) IIBI'B, onocepeaxopane T-xnitunamu, 2
34 (50 %) ITBI'B, onocepenkosane aHTUTIIaMK) y Ipy1ii cuponimycy. IauienTn, y AKUX OyJ10 K
OTIOCEpe/KOBAHE AHTHTLIAMH BiITOPrHEHH, Tax i orocepenkosane T-KiIiTHHAMY BIITOPTHEHHS ITi [
Jac oxHiel i Tiei camoi Giomncii, BpaxoByBanmcs oauH pa3 U1t KOKHOT Kareropii. Y 6iabuocTi
TaLieHTIB, SKi NepeHLTy Ha CHPOJIIMYC, BIIEpIIE PO3BUHYBCS LyKPOBHii niabert, SKMH BU3HAYaeThCs
sk 30 nHiB 260 Ginbure nocTiitHoro aGo He Menme 25 nHip GesnepepeHoro (6e3 nepeprw)
BUKOPHCTaHHS Oy1b-KOr0 MPOTH1ia0e THYHOrO JIKYBaHHA MiCII PaHIOMi3allii, piBeHb MIIOKO3M
HaTmecepue > 126 mr/mt aGo piseHs IIOKO3H He Hatmecepue > 200 M/ micns pasaoMizarii
(18,3 % nopieusHo 3 5,6 %, p = 0,025 *). HiK4a 4acToTa MocKoKTiTHHHOTO paKy LIKipu
crocrepiranacs B rpymi cupornimycy (0 % MOpiBHAHO 3 4,9 %). * [IpuMiTKa: p-3HaueHHs He
KOHTPOITIOXOTBCS A7 6araTopasoBHX MOPiBHSHE.

Y IBoX GaraToLeHTPOBUX KIiHIYHHX JOCIIDKEHHSX NAieHTH MTics TPaHCIUIAHTaLIl HUPKH de novo,
AKi OTPUMYBAJIH CHUPOITIMYC, MikodeHonaty modetnn (MMD), KOPTHKOCTEPOIIN Ta aHTArOHICT
peuenropa inrepnelikiny 2 (1J1-2), Ma/ii 3HAYHO BHILI MOKA3HUKH FOCTPOrO BIATOPTHEHHS Ta GLTbII
BUCOKHH PIBEHb CMEPTHOCTI MOPIBHAHO 3 MALiEHTAMH, AKi OTPHMYBAJIH iHTiGiTOpP KalbLUMHEBPHHY,
MM®, xopTUKOCTEPOIaM Ta AHTArOHICT peuenropa IJI-2 (auB. posain 4.4). ®yHkuis HUPOK Oyia
KpallOKO B rPyIax JiKyBaHHs CHPOTIMYCOM de novo 6e3 iHri6iTopy KansuMHEeBpHHY. B OJTHOMY

3 JIOCIIDKEHb BUKOPHCTOBYBAJACA CKOPOYeHa cXeMa J03yBaHHs NaKTizymaly.

I1in yac paHIOMi30BaHOTO MOPIBHSIBHOrO OLIHIOBAHHS 3aCTOCYBaHHS paMinpuity i miane6o s
NpodLIaKTUKM MPOTEIHYPil y HauieHTis 3 TPAHCIUTAaHTATOM HUPKH, [IEPEBENCHHX 3 iHTi6iTOpiB
KaJIbIMHCBPMHY HA CHPOIIIMYC, CHIOCTepiranacs pisHULS B KiIbKOCTI nawieHTis 3 [IBCB IIPOTSITOM
52 troxnie (13 (9,5 %) nopieHsmo 3 5 (3,2 %) Bignoeinno; p = 0,073). Y nauienTis, ski noyamry
MiKyBaHHA paminpuiom 10 mr, wacrora ITBI'B Oyna sumoro (15 %) nopiBHAHO 3 NalieHTaMU, SIKi
TIOYaIIH JIIKyBaHHA paMinpuiom S mr (5 %). Binsmicts BIATOPTHEHb BifOynacs mpoTArom MNEePLINX
IIECTH MICALIB MiCIIs Mepexomy i 6yia erkoro CTYIIEHIO TAXKKOCTI; IIPO BTPATH TPAHCIUIAHTATY I
4ac JIOCI/UKEHHS He TIOBIOMIISIIOCA (JHB. Po3aia 4.4).

Ilayienmu 3i cnopaduunum nAimpanzionesiomionamosom (CJIAM)

IIpoTsaromM paHmzoMi3oBaHOro MOABIHHOrO cimoro 6araToneHTPOBOro KOHTPOIBLOBAHOIO
JOCIPKEHHS POBOMIIM OLLHIOBAHHS GE3MeYHOCT] i edekTMBHOCTI Npenapaty Pamamys momo
nikysanns CJIAM. ¥V upoMmy mocuimkensi TNOpiBHIOBANH MpenapaT PanamyH (103y 10BeaeH0 10
5-15 nr/mn) 3 maue6o npotsrom 12-micsunoro nepiofy JiKyBaHHA 3 HOTATBIIAM 12-MicsaHuM
TEPMIHOM TICJIA CIOCTepekeHHs 3a nmawientamu 3 TSC-JIAM a6o CJIAM. Bicimaecst nes’sts (89)
NauieHTiB 6y10 BKIIOYEHO B 13 HOCITiqHUIBKIX uenrpax y CIIA, Kanani ta SnoHii, 3 skux

81 nauient ma CJIAM; i3 uux mamientis 3i CJIAM 39 OyIo paHnoMi30BaHO 111 OTpUMAHHS
mwiaue6o i 42 — s otpuMaHHs npenapaty Panamyn. Kiro4oBuME KpUTEpisMH BKITIOUEHHS Oymu
obesr GopcoBaHOro BHAMXY mics npuiiMaHHs GpoHxoauararopy 3a 1 cekynay (OOB 1) <70 % Bin
TPOrHO30BAHOTO i/l YaC Bi3UTy Ha BUXiTHOMY piBHi. Cepen nauientis 3i CJIAM Bkintoueni narienta
MaJIH [OMipHO 3aITyllleHe 3aXBOPIOBAHHS JICMEHIB 3 BuxigauM ODB1 49,2 + 13,6 %

(cepenHe + cTaHmapTHe BinXuIeHHs) Bin MPOTrHO30BAHOTO 3HaYeHHA. [IepBHUHHOIO KIHIIEBOK TOYKOIO
Oyna pi3HHLS IIBUAKOCTI 3MiH (naxmy) 3a O®BI1. [Iporsirom epioy JTiKYBaHHS B MALIEHTIB

31 CJIAM cepenniii Haxun O®B]1 + CB cranoBus —12 + 2 M1 Ha MicsLb y rpymi mwane6o i 0,3 + 2 M
Ha MiCslb y TpyIi penapary PanamyHn (p < 0,001). AGcomoTHa PI3HHIIA MiX rpynamy oo
CEpENHBOro NoKasHuKa 3MiHu ODB1 nporsarom nepiony mikyBaHHs cTaHOBHIA 152 ML, 800 _ oo
npubansHo 11 % cepenrboro O®B1 Ha MOMEHT BKIIIOYEHHS J0 TOCTIKEHHS.

Jxpaing
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HopiBHsHO 3 rpynoro nmnane6o B rpyni cupomiMycy CIIOCTEPITanocs MOIMNIIEHHs TTOPiBHAHO

3 BUXIJIHUM piBHeM 10 12 MicsiLiB 3a MOKA3HHKAMMU (opcoranoi sxuTTEBOT EMHOCTI NTerens (~12 + 3
TMOPIBHAHO 3 7 £ 3 MJI Ha MicALb BiMOBIAHO, p <0,001), BmicTy dakropy pocTy enmoreniro cyauH D
y cuporarui (VEGF-D; —8,6 + 15,2 nopisHsiHo 3 —85,3 £ 14,2 nr/mn Ha Micsup BixnosigHo,

p < 0,001) i ouinoBanHs sIKOCTI JKUTTA (Bi3yabHa aHATOTOBA IIKAIA — AKICTE SKHTTS (VAS-QOL):
—0,3 £ 0,2 mopiensno 3 0,4 + 0,2 Ha MicsLp BiANOBinHO, p =0,022) i pyHkuionansHux
xapaxrepuctuk (—0,009 + 0,005 mopiBusHo 3 0,004 + 0,004 Ha Micaub BIINOBITHO, p = 0,044)

y nauientis 3i CJIAM. 3naunux BigMiHHOCTEH Mik TPyNaMH B LIbOMY IHTepBali B 3MiHi
(YHKIIIOHATBHOT 3AIMIIKOBOT €MHOCTI, HMCTAHIIT 6-XBIIMHHOT X00H, 1udy3iitHOT 3MaTHOCTI
JIETEHD 10 MOHOOKCH/lY BYTJIELIO 200 MOKA3HMKA 3arabHOrO caMONOYyTTS B MauieHTis 31 CJIAM He
Oys10.

Homynsuis namienTiB JUTSYOro Biky

OuinroBanHs npenapaty PanamyH npoBomunu NPOTATrOM 36-MiCSYHOIO KOHTPOJILOBAHOTO KJIIHIYHOIO
AOCHIIKEHHS 3a Y4acTIO MallieHTiB Momoamme 18 POKIB IiCNIs TpaHCIUIaHTALT HUPKH 3 BUCOKHAM
IMYHOJIOT{YHHM PH3HKOM, KUl BU3HAYAETHCA SK HASBHICTh B aHAMHE3] OIHOr0 abo IeKLTBKOX
€Mi30/1iB TOCTPOro BiATOPrHEeHHS aJI0TPaHCILIaHTAaTy i (a00) HasBHOCTI MiATBEPIKEHOIO 3a
JIOTIOMOT00 610MCii HUPKH XPOHIYHOO TPAHCILIAHTAIIHHOIO Hedponarii. [Tauientn nopuuHi 6y
OTPHMYBATH npenapar PanamyH (uinbosi KOHUEHTpauii cuponiMycy Big S5 1o 15 HI/MJ) Y TIO€AHAHHI
3 IHriGITOPOM KabLUMHEBPUHY KOpPTHKOCTepoigaMH ab0o OTPHMYBATH iIMYHOCYTIPECiO Ha OCHOBI
IHriGiTopa KanpLUHHEeBpUHY 6e3 Mpemapary Panmamyn. I'pyna npenapary Panamys He 3morna
TIPOZICMOHCTPYBATH NEPEBAry Ha/l KOHTPOJILHOKO IPYTIOIO 3 TOYKH 30PY MepIIOi MOSBH

M ATBEP/DKEHOTO GiOICiero rocTporo BiaTOprHeHHs, BTPATH TPaHCIUIAHTATa a0 JIeTaIbHUX
HACJI/KIB. Y KOXKHiMH rpymi Gyo 3apeecTpoBaHo 1o OIHOMY JIETATbHOMY BUIAJKY. 3aCTOCYBaHHS
npenapaty Panamyn y kom6iHawii 3 inriGitopamu KaJIbUUHEBPHHY Td KOPTUKOCTEPOINaMH
CYNPOBOIIKYBAJIOCS ITIABHIIEHAM PU3HKOM HOTIpIIEHHs (yHKLi HHUPOK, MOPYIUEHHAM PiBHA JIITiIiB
Y CHPOBATLi KPOBi (30KpeMa IiABULIEHUM piBHEM TPHUITILEPUTIE i 3aTalIbHOIO XONECTEPUHY

B CHPOBATIIi KPOBi) Ta iH(EKUiAMH CeYOBMBIIHMX MUIIXIB (IHB. po3min 4.8).

Henpuiinatho Bucoka yacrora I1TJIC 6yi1a BixsHauena B KJIHIYHOMY JOCJIiJUKEHH]I TpaHCIUIaHTaLT
Cepel NaUi€HTIB TUTAIOrO BiKy, KOJH MiTSM i MiUTITKAM BBOIHIH TNOBHY /103y npenaparty Panamyn
Ha JIOMATOK 10 MOBHHUX /103 iHTi6iTOPiB KaNbLUMHEBPHHY 3 6a3HTikcHMaboM i KOPTHKOCTEPOITaMH
(mB. po3min 4.8).

Y peTpocneKTHBHOMY OIJIsli BEHOOKITIO3iHHOT XBOPOOH (BOX) neuinku B mauienrie, sxi nepenecau
Mi€10a01aTMBHY TPAaHCILIAHTALLFO CTOBGYPOBHX KITITHH 3 BHKOPHCTaHHAM LUKII0hochamimy

H TOTaJILHOrO ONPOMiHEHHS TiNa, Y MALi€HTIB, SKi OTPUMYBAJIH Npenapat PanamyH, criocrepiranu
nifiBuLeHy yactory BOX neuinku, 0co6uBo 3a YMOBH OJIHOYaCHOI'0 3aCTOCYBaHHS METOTPEKCATy.

5.2 PapmakoKiHeTHKa

binbury yactuny saraneroi inopmarii moxo hapmakokineTnku OyJI0 OTPHUMAHO 3 BUKOPUCTAHHSIM
PO34MHY npemnapaty PanamyH 11 nepopabHOro 3acTOCYBaHHS; s iH}OopMaLlist KOPOTKO BHKIaZIEHA
Ha 1o4aTky posaity. Inpopmaris, sxa GesnocepenHso CTOCY€ETBCS JIIKAPCHKOT hopMu TabIETOK,
KOHKPETHO y3aranbHeHa B po3aiii «TabieTka 1is epopaabHOro 3aCTOCYBaHHs.

Po3uun UL IEPOPATIBHOTO 3aCTOCYBAHHS

Hicns npuiimarns posunHy npenapaty Pamamys juis NI€POPaJILHOrO 3aCTOCYBAHHS CHPOJIIMYC
LUBMIKO BCMOKTY€ETECS, 32 TaKOi YMOBH Yac NOCATHEHHS MAKCHMAIIbHOI KOHIIEHTPALLT CTAHOBHTD
1 ronury B 310pOBMX 10GPOBOIIBLIB, SKi OTPUMYIOTS Pa3osi 1034, 1 2 TOAMHH B MALIEHTIB 3i
CTaOITbHUMU HUPKOBMMH aJI0TPAHCILIAHTATAMH, SKi OTPUMYIOTh JIeKiTbKa 103, CHCTEMHA
JOCTYTHICTb CHPOIIMYCY B MOEAHAHHI 3 OHOYACHO MPUHHATHM uHkIocnopunom (Canpi
CTaHOBHTE NpubM3HO 14 %. ITix yac noeTOopHOrO 3aCTOCYBaHHS Cepe/iHA KOHLCHTpaLgh
B KPOBi 301IbIIY€ThCS NPUOIM3HO BTpHyi. KiHneruit nepios HariBBMBEACHHSA B Al
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CTaOUIBHUM TPAHCIUIAHTATOM HUPKH TTiCIIs TIPUIMaHHS OaraTopazoBHX NMepopanbHHX 103 CKIIaB

62 + 16 ronun. OnHak eeKTUBHUIL Mepio HAIiBBUBEAeHHS KOPOTIIHH, 1 cepeiHi piBHOBAXKHI
KOHLEHTpauii Oyn DocsrHyTi yepes 5—7 auis. BinnomeHus Kposi 1o nnasmu (K/IT) 36 Bkasye Ha Te,
110 CHPOJIIMYC LUMPOKO PO3MOALIAETECS Y hopMeHi eneMenTH KpPOBI.

Cupoitimyc € cybeTpaToM sk s uuroxpomy P450 111A4 (CYP3A4), tak i mst P-raikonporeiny.
CupostimMyc iHTEHCHBHO MeTaboMi3yeThest uepes O-nemetnmoranns it (a60) rigpokcrmosanns. Cim
OCHOBHHX METabOIiTiB, 30KpeMa I'iIpOKCHIBOBAHMIA, IeMETHIBOBAHHII | TiAPOKCHIEMETHIILOBAHHIA,
1neHTHdIKYIOTECS B UiNbHil KPOB. CHponiMyc € 0CHOBHHM KOMTOHEHTOM Y L{JIbHil KPOBI JIFOAHHU
H Bianosinae 3a Ginpm Hix 90 % IMYHOCYIIPECHBHOT akKTHBHOCTI. ITicis OJIHOPa30BOr0 MPHHUMaHHs
cuponimycy (**C) kiniuno 370poBUMHU 106poBONbLAMH Ginblua yacTuna (91,1 %) PaioaKTHBHOCTI
BUBOJIUTHCA 3 KAJIOM, 1 JIMIIE He3HAYHA KibKicTh (2,2 %) BUBOIUTLCS i3 Ceyero.

KinpkicTs nanieHTis crapire 65 pokis y KIIHIYHIX JOCTIIKEHHAX npenapary PanamyH He Gyia
AOCTAaTHBOIO, 100 OLIHUTH PI3HULIO Y BiAMOBIAI NALieHTIB i€l BikoBOT IPYIH Ta MOJOIIINX
nawienTiB. JIaHi MO0 3aIMIKOBOT KOHEHTpALi CHpOJIIMyCy B 35 mauieHTiB micis TpaHcIuIanTanii
HUPKM y Billl cTapie 65 pokie OyIM MogiGHUMH 10 JAHUX y nopocnoi rpynu (n = 822) Big 18 no

65 poxkis.

»

Y NawieHTiB IUTSYOTO BiKy, SKi NepeGyBaloTh Ha Aialti3i (3HMKEHHS IIBUIKOCT] KITy004YKOBOI
¢inprpanii Ha 30-50 %), y BikoBoMy mianasoni Bix 5 no 11 pokiB i Bix 12 no 18 pokis, cepenne
HOpMali3oBane 3a Macolo Tia sHadenns CL/F 6yiio Ginbule B miteit MOJIOJIIIOTO BiKY

(580 mMi/rop/kr), Hixk y aiTeit crapioro Biky (450 MJUTOZI/KT), MOPIBHSIHO 3 IOPOCMMH MALiEHTAMH
(287 mi/ron/kr). BitMiHHOCTI Mis OEMH Y BiKOBHX rpynax Oy/nH 3HAYHHMH.

KoHuentpanis cuponimMycy BuMiproBanacs B 10CTiKeHHAX 3 KOHTPOJIbOBaHOK KOHLICHTPALIICIO
B [TALIEHTIB INTAYOTO BiKY, SIKi MepeHeCIM TPaHCIUIAHTALIIO HHUPKH, Ki TaKO)X OTPHMYBaJIH
LUKJIOCTIOPUH 1 KOPTUKOCTepOiny. LIimbOBHIi OKA3HUK 3aTHIIKOBOL KOHIIEHTpAIii CTAHOBUB
10-20 Hr/mn. V piBHOBaxkHOMY cTaHi 8 miTeii y Biui 6-11 POKiB oTpuMyBau cepenni + CB no3u
1,75+ 0,71 mr/mo6y (0,064 + 0,018 mr/kr, 1,65 + 0,43 mr/M?), a 14 migiTkis y Bini 12—18 pokis
OTpuMyBanu cepeati = CB no3m 2,79 + 1,25 mr/no6y (0,053 + 0,0150 mr/kr, 1,86 £ 0,61 mMr/m?).
V Monoaummx jiteit 6yi10 Ginbln BUCOKe HOpMaTi3oBaHe 3a Barowo 3HayenHs CL/F (214 mn/rom/xr)
IOPiBHAHO 3 mimmitkamu (136 mn/ron/kr). Lli nani [IOKa3yIOTh, IO 7151 JOCATHEHHS aHAJIOTIYHUX
UUIbOBUX KOHLEHTPALil JiTAM MOIOAIIOro BiKY MOXXYTb 3HaI0OOMTHCS OiJIbII BHCOK] 103H

3 MONPABKOIO Ha Macy Tila, HiK MifutiTkam i gopocnum. OnHak po3po0Ka TaKuX CIeiaTbHIX
PEKOMEH/aNi 100 103YBaHHS IS iTel BUMarae 6iIbIIOf KUTBKOCTI JaHUX 111 OCTaTOYHOIO
M ATBEPIPKEHHA.

Y nauienTiB 3 nopymennsm ¢yHKIIT eqiHKM Terkoro Ta CEPEAHBOrO CTYMEHS TSHKKOCTI (A abo B 3a
kiacudikauiero Yaitnna — IT'10) cepenni snagenns AUC it cuponimycy Oy 36i1bmeni Ha 61 %
143 % BinnoBinHo, a suauenns CL/F suusuinocs Ha 33 % TMOPIBHSHO 3 HOPMAJIBHUMU 30POBHMH
A0OPOBONBLAMHU. V NAL[EHTIB 3 MOPYIIEHHIM (yHKIT NeYiHKM TAHKKOrO CTYMEHS TIRKOCT (Csa
knacudikauiero Yaiinga — I1'10) cepenni 3uavenns AUC it cuposiMycy Oyu 36inbimeni va 210 %
1170 % BinnosinHo, a 3nauenns CL/F sumsuiocs Ha 67 % TIOPIiBHAHO 3 HOPMAJILHUMH 30POBHMH
no6poronbisaMu. TpuBaniumii nepioxn HalliBBUBE/ICHHS, IO CIIOCTEPIracThCs B MALICHTIB i3
TOPYIIEHHM QYHKLT MeYiHKH, 3aTPUMy€ TOCATHEHHS PIBHOBAYKHOTO CTaHy.

DapmakokiHeTHYHI/(hapMaKoIUHAMIYHI 3a7IE)KHOCT]

dapmakoKiHeTHKa CHpOTiMyCy Gya MOiGHO B pisHUX MOy JIAISIX, BOAHOYAC (yHKIIA HUPOK
BapiloBaJIa Bill HOPMaJIBHOT 1O Bi/ICYTHBOI (TIALiEHTH Ha Jiamisi).

Tabnerka JUIA IEPOPATBHOI'0 3aCTOCYBAHHS

Tabnerka 0,5 Mr He € noBHicTIO GioeKkBiBaIEeHTHOIO TaGTeTkam 1 MT, 2 Mr' i 5 Mr y pasi g
Cumax. Ok, Tabnetku o 0,5 Mr B eKBiBaJIeHTHI# KiTbKOCTI HE IOBMHH] BUKOPHCTOBY B;
TabJeTOK iHIIOro 103yBaHHS.
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Y 310poBHX 100pPOBONBLIE cepeaHs CTyMiHb 610A0CTYMHOCTI CHPOJIIMYCY TICIIsl BBEJEHHS
OIHOPa30BOT /103 TabIETOBaHOT JlikapchKol hopMH NpHOGIM3HO Ha 27 % BuIIe HOPIBHSIHO

3 PO3YHMHOM JJIS TIEPOPATIbHOTr 0 3actocyBanns. Cepeane sHaueHH Cpay 3HM3MIOCS HA 35 %,

a CepEJIHE 3HAYCHHS tmax 30UIbIIMIOCS Ha 82 %. Pizauug B OiozocTymHOCTI OyJ1a MEHII MOMITHOFO i
4ac PIBHOBAXKHOTO BBEJCHHS PELMITiCHTAM HHPKOBOTO TPaHCIUIAHTaTa, a TepaneBTUYHA
CKBIBAJIEHTHICTB OyJ1a IPOJEMOHCTPOBAHA B paHI0Mi30BaHOMY JOCTiKeHHi cepen 477 mamicHTiB. 3a
YMOBH NICPEBE/ICHHSA MALIEHTIB 3 PO3UMHY T IEPOPATBHOTO 3aCTOCYBaHHS Ha TaOMeTKH
PEKOMEHIYETLCS BBONMTH Ty 3K 103y H NEPEBIPATH 3aTMIIKOBY KOHLIEHTPALIIO CHPOITiMyCY yepes

1-2 TwkHi, 06 MepeKoHaTHCS, 110 BOHA 3a/THMIIAETHCS B PEKOMEHIOBAHUX LIJTbOBHX Jialla3oHax.
Kpim Toro, 3a yMoBH nepeBenenHs 3 TaGneTok onHici KOHUEHTpaLlii Ha TabJeTKH iHIIOT KOHUEHTparii
PEKOMEHITYETECS IIepeBipKa 3aTHIIKOBUX KOHLIEHTPALLii.

Y 24 3n0poBux n06POBOIBLIB, SKi OTPHMYBAIX TaGIETKH npenapaty PanamyH 3 Bkero 3 BUCOKUM
BMICTOM KHUPIB, BeTMYMHU Crax, tmax i AUC IIPOAEMOHCTPYBaNH 30UIbIIeHHS Ha 65 %, 32 % i 23 %
BianosinHo. 1106 3Bectu 10 MiHiMyMy BapiabesbHiCcTh, TabeTku mpenapary PanamyH crig
TNpUAMAaTH IOCTIHHO a0 3 Tkero, aGo Ge3 ei. ['peiindpyToBHii cik BrMBac Ha MeTabomizm,
onocepeaxosanuii CYP3A4, ToMy citin yHHUKATH fOro BXKMBAHHS.

Konuenrpauii cuponimycy nicng npuiimanus Tabnetok npenapaty Panamys (5 Mr) 310poBumu
A00pPOBONBISAMH Y BUIVIALI PA30BHX 103 € NPONOpUIHHUMHU 1031 Bix 5 10 40 mr.

KinbkicTs nanientis crapute 65 pokiB y KIIHIYHAX T0CTiIKEHHAX npenapary PanamyH He Oyna
AOCTaTHBOIO, 1100 OUIHUTH PI3HHULIO Y BiANOBIl NALi€HTIB Lici BikoBOI IPyIHX Ta MOJIOIIINX
nauieHTis. Pe3ynbraTu 3acTocyBaHHS Tab1eTOK npenapaty PanamyH y 12 nauieHTir

3 TPAaHCILIAHTATOM HUPKHM CTapiie 65 pokis Oy ogi6Hi 10 pe3ybTatie y JOPOCIIMX MAIli€HTIB
(n=167) y Biui Big 18 m0 65 pokiB.

Ilouamxosa mepanis (8i0 2 0o 3 micayie nicisn mpancniaarmayii). Y OUIbIIOCTI NalieHTIB, AKi
OTPUMYIOTh TabJIeTKH NpenapaTy PamamyH 3 HaBaHTaXyBaTbHOKO 103010 6 MT 3 MOJAIBLION
MOYATKOBOIO MiATPUMYIOUOIO 103010 2 MT, 3a/IMIIKOB] KOHLEHTPALii CUPOJTIMyCy B L{JIbHIH KPOBi
IIBUJIKO HOCSTAI0Th PIBHOBAXKHUX 3HAYEHb Y PEKOMEHJJOBaHOMY WILOBOMY Aiana3oHi (Bix 4 mo

12 Hr/mn, xpomarorpadiunuii ananis). dapmakokiHeTHyHi NapaMeTpH CUPOJTIMYCY TTicis J0OOBHX
103 TabJIeTOK Mpemnapary Panmamyn 2 Mr, 1110 BBOIATBCS B KOMGiHALT 3 MiKpOEeMYJIbCiero
LMKJIOCTIOPHHY (33 4 roaMHM 10 TabeTok npenapary Pamamyn) i KOpTHKOCTepoinamu y 13 manieHTiB
3 TPAHCIUTAHTALIEI0 HUPKH, Ha MIACTAB] AaHUX, 3i6paHuX depes 1 1 3 micaui micss TpaHcaHTaLii,
Oy TakUMHU: Crinss 7,39 £ 2,18 Hr/mu; Craxss 15,0 £ 4,9 HI/MIT; timaxss 3,46 + 2,40 rop; ALC

230 + 67 nr-ro/mi; CL/F/WT, 139 £ 63 mut/roa/kr (mapameTpu po3paxoBaHi 3a pe3ynbTaTamu
ananisy PX-MC/MC). Bignosinni pesynsratn mis PO3HMHY J/Is IEPOPATBHOTO 3aCTOCYBAHHS B TOMY
K KIHIYHOMY JOCTiKeHHI: Cin,ss 5,40 + 2,50 HI/MIL, Cinaxss 14,4 + 5,3 HO/MI, toaxss 2,12 + 0,84 ron,
AUC: 55 194 + 78 nr-rog/mn, CL/F/W 173 + 50 ma/roa/kr. Konuentpauii cuponimycy B ninpHii
KpOBI, BUMIpsIHi 3a Joromorow PX/MC/MC, JOCTOBIpHO KopemoBau (r’ = 0,85) 3 AUC, .

3a aHUMHM CTIOCTEepeXKEHHS 3a BCiMa MAL[iEHTAMHU B Tepiojl CyMyTHEOT Tepalii HMKI0CIOPHHOM,
cepenti (10-#, 90-i IpOUEHTHIE) 3aTHIIKOB] (BUpaxa€ThCs y BUIVIA/I 3HAYCHD, OTPHMAaHUX METOJIOM
XpoMmarorpai4HOro aHanisy) 3HaueHHs i 1060Bi 1031 cknanu 8,6 + 3,0 ur/mn (Big 5,0 mo 13 ur/mm)
12,1+0,70 mr (Bix 1,5 1o 2,7 Mr) BigmosigHo (muB. po3min 4.2).

Lliompumyioua mepanis. 3 3 no 12 micsaup mics TPUNMHEHHS TPUAMAHHA LIMKJIOCTIOPHHY CepeHi
(10-i, 90-it MPOLIEHTHIIB) 3ATHIIKOBI 3HAYEHHS (BHpa>KeHi y BUIIIS/I 3HAYEHD, OTPUMAHHX METOIOM
XpomarorpadiqyHoro aHamisy) i 1060Bi 103 cTaHOBWIH 19 + 4,1 ur/ma (Bin 14 o 24 vr/mn) i

8,2+ 4,2 mr (Bin 3,6 1o 13,6 Mr) BinmosixHO (1UB. pozain 4.2). Omxke, 103a cupomiMycy Oy pasraosany,
NPUOIHU3HO B 4 pasy BULLOIO, 106 BPaxyBaTH K BiJICYTHICTb (hapMaKOKiHeTHYHOT B3ae MBI
UMKJIOCTIOPUHOM (2-KpaTHe 301IbLIEHHS ), TaK i MOCH/ICHY NOTPeOy B iMyHOIENPECAHTH
BIZICY THOCTI LIMKJIOCIIOPHHY (2-KpaTHe 301nbLICHHS).
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Jlimdanrioneiiomiomaros (JIAM)

Y KIIHIYHOMY JOCHTi/KeHH] 32 yuacTio nawientis 3 JJAM MeiaHHa 3aTHIIKOBA KOHLEHTpallis
CHPOJIIMYCY B HiTbHIl KPOBi Yepes 3 THKHI 3aCTOCYBaHHS TaOTETOK CHUPOJIIMYCY B /1031 2 MI/100y
CTaHOBMIIA 6,8 HI/MJ (MIKKBApPTHIIbHMIA ianas3oH Bix 4,6 10 9,0 vr/mn; n = 37). V pasi konTpomo
KOHUEHTpawii (LIbOBi KOHLEHTpaLi Bix 5 10 15 Hr/mn) MeianHa KOHLEHTPALlif CUPOTIMYCY B KiHILli
12 micaniB NiKyBaHHS CTaHOBUIA 6,8 Hr/MIT (MDKKBapTHIIBHHH iana3oH Bix 5,9 10 8,9 HI/MUT;
n=37).

53 Mokniniuni nani 3 6e3neunocti npenapary

ITo6iuni peakuii, 1o He criocTepiranycs B KIiHIYHUAX JOCITIDKEHHSX, aje CHoCTepiraancs y TBapuH
32 YMOBM PIBHIB BIUIHBY, CXOXMX 3 PIBHAMH KJIiHIYHOTO BIUIMBY i, MOKIMBO, MAKOTh BiXHOLICHHS 10
KJIIHIYHOTO 3aCTOCYBaHHS, Gy/IM TAKMMM: BaKyOIi3awis OCTPiBUEBUX KJTITHH MiALLTYHKOBOT 3a5103H,
JeTCHepaLlisl KaHaTbLIB €YKa, BAPA3KH ILTYHKOBO-KULIKOBOTO TPaKTy, IIEPEIOMH KiCTOK 1 MO301Ii,
KPOBOTBOPEHHS B IeYiHLi H ¢ocdoninigos nereHs.

CupornimMyc He NPOSBUB MyTareHHy Jifo B aHaNi3i OakTepianbHOI 3BOPOTHOT MyTalil iz vifro, ananmizax
XPOMOCOMHHX abepaniil KIiTHH S€YHUKIB KUTAHCHKOrO XOM’sIKa, aHaTi3i MyTauii KIITHH JiMpoMu
MuLIL a00 MIKpOsSAepHOMY aHai3i in vivo.

Hocnipkenns KaHIepOreHHOCTi, TPOBEAeH] Ha MHILAX i 1ypax, MOKa3aJiy MiABUILECHY
3aXBOPIOBAHICTE Ha TiM(oMH (camii i camMui MumIei), TeNaToOLEIOJISIPHY aIeHOMY i KapLIHHOMY
(camui Mumiett) i rpaHyTOLMTapHUI TeliKo3 (caMuL MuInei). Bizomo, 1o MoxxyTe BUHHKATH
3JI0SIKICHI HOBOYTBOPEHHs (JiiM(oMa), BTOPHHHI 110 BiAHOIEHHIO 10 XPOHIYHOI'0 3aCTOCYBaHHS
IMYHOJIETIDECAHTIB, i B PiIKICHMX BUMAAKaX PO HUX MOBIIOMIATOCS B NALiCHTIB. V MU
30LIBLIYBaNMCS XPOHIYHI BUPa3KOBi ypaskeHHs LIKipH. 3MiHH MOXYTb OyTH IOB’sI3aHi 3 XpPOHIYHOIO
iMyHOCynpeciero. ¥ IIypiB aieHOMH iHTepCTHIIAbHIX KITITHH A€YOK, HMOBIPHO, CBiTYMIIH TIPO
BHJI03aJIeXKHI peakiii Ha piBHi JIOTEIHIZyI040ro ropMoHy if 3a3BHYail BBAKAKOTHCS TaKUMH, 10
MarOTh OOMEKeHe KITiHiUYHEe 3HAUEeHHS.

Y OCIIDKEHHAX PENPOIYKTHBHOI TOKCHYHOCTI CIIOCTEPIranocs 3HHKeH s (bepTUIBEHOCTI B caMIIiB
mypis. V 13-TwkHeBoMy JOCTIKeHHi Ha mypax 6yo 3apeeCTPOBaHO YaCTKOBO 00OPOTHE 3HWKEHHS
KIIBKOCTI CIEpMaTO30i/iB. Y 10CTiKeH i Ha Iypax i Ha MaBMax CIIOCTEPIraIucs 3MEHIIEHHS BaTH
sA€4OK i (abo) ricronmoriumi ypakeHHs (HanpuKiaz, TyOysspHa atpodis i TyOymsapHi riraHTceki
KITITUHM). V 11ypiB cuposiMyc cripruauHue eMOpioHaIbHy TOKCHYHICTE 1 PeTOTOKCHYHICTD, SIKa
TPOABIIANACA B CMEPTHOCTI i 3HWKEHHI BarM IUIOAY (3 BiAIOBiAHOIO 3aTPHMKOIO OKOCTEHIHHS
KicTsKa) (uB. posain 4.6).

6. PAPMAIIEBTUYHI XAPAKTEPUCTUKHU

6.1 CuHcoK 10NOMiKHAX pe4OBHH

Anpo TabreTku

MoHoriapar jakTo3n.
Makporou.

CreapaT MarHiro.
Tanbk.

O0010HKA TaOJETKH

Panamyn 0.5 mr, TabneTky, BKpUTi 060I0HKOO
Maxporou.

Momnoonear riiuepoany.
dapmaneBTHYHA rasyp (menax). f 4
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CynbdaTt KanblIiito.

MikpokpucTasiuHa nemosiosa.

Caxapo3a.

Tutany JiokcHI.

Bapenuk 3aniza okcun sxostuit (E172).
Bapenuk 3aniza oxcun kopudnernii (E172).
ITonoxcamep 188.

0-TOKO(epoIt.

IToBigoH.

Kapnay0cbkuii Bick.

®apba nns ApyKy (WesaK, OKCU 3a51i3a YepBOHHIA, nponinenraikons (E1520), konuenTporauuii
PO3YHH aMiaKy, CHMETHKOH).

PanamyH 1 mr, Tad/1eTKH, BKPUTI 060I0OHKOIO e
Makporon.

Momnoonear riinepony.

®apmaneBTHYHa I1a3yp (LIenak).

Cynbdar kanbLiro.

MikpokpHcTasivHa 1emron03a.

Caxapo3a.

Turany miokcu.

Ionoxcamep 188.

a-ToKO(epoII.

[ToBigoH.

KapnHayGcbkuii Bick.

®apba 1 pyKy (Wenak, OKCHA 3a11i3a YepBOHMIL, IIPOIIICHT KO (E1520), xoHLeHTpOBaHHMiA
PO3YMH aMiaKy, CHMETHKOH).

Panamyn 2 Mr, TabneTku, BKPHUTI 060I0HKOKO
Makporour.

Monoonear riiueporry.

@apmaleBTHYHA 71a3yp (Iuesak).

Cynbdat kasbliro.

MikpokpucTasiyHa nemoso3a.

Caxapoza.

Turany niokcum.

Bapeuuk 3aniza oxcun sxxostwii (E172).
Bapsuuk 3aniza okcun kopuunesuit (E172).
ITonokcamep 188.

a-ToKodepor.

[TorinoH.

KapnayGcpkuii Bick.

®apba U1 ApyKy (LIesak, OKCHA 3a71i3a YePBOHMIA, IPOIILIEHITIKOMb (E1520), koHueHTpoBanuii
PO3YMH aMiaKy, CHMETHKOH).

6.2 Hecymicuictn
He 3actocoByeTnes.
6.3 Tepmin npuxarnocri

PamamyHs 0.5 Mr, TaGneTKH, BKPUTI 060JI0HKOIO
2 poku.
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PanamyH 1 mr, TaGieTKU, BKPUTI 060J10HKO0
3 poku.

PanamyH 2 mr, TaGneTKH, BKDUTI 060I0HKOO
3 pokwu.

6.4  OcobunnBi 3an106ixHi 3aX0au nix 9ac 36epiranns

30epiratu 3a TemnepaTypu He Bumie 25 °C.

30epiraiite GiicTep BeepeanHi KAPTOHHOT KOPOGKH JUTs 3aXUCTY BiJl CBITJIA.
6.5 Tun i BMicT nepBUHHOT yNIaKOBKH

IIposopi amominiesi Grrictepri ynakosku 3 momiBiHiTXI0pHTY (IIBX)/monietuneny
(IIE)/monixnoprpudroperuneny (Aclar) mo 30 i 100 Ta6reToxk.

Y nponaky MOkyTh GyTH YIaKOBKH He BCiX po3MipiB.
6.6  Ocob.uBi 3a1106ixKHi 3ax01H MWOX0 yTHTIZANIT

Bynb-sxnit HeBUKOpHCTaHMH Jlikapebkuii 3aci6 1 Binxomm ciin YTUII3YBaTH 3TiAHO 3 MiCIIEBUMH
BHUMOTaMH.

7. BJIJACHHUK PEE€CTPAIIITHOI'O ITOCBILIYEHHSI

Komnanis Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Beneris

8. HOMEP(-W) PEECTPATIIIAHOI O(-UX) HOCBITYEHHS (IOCBIAYEHB)

Panmamyn 0,5 Mr, TaGIeTKH, BKDUTI 060J0HKOIO
EU/1/01/171/013-14

Pamamys 1 Mr, TabieTKH, BKPHTI 060I0HKOIO
EU/1/01/171/007-8

PamamyH 2 Mmr, Ta0neTKH, BKPUTI 060JI0HKOIO
EU/1/01/171/009-010

9. JIATA OTPEMAHHS INEPIIOTO PEE€CTPAIIITHOT'O
ITOCBITYEHHS/TIOOBKEHHS TEPMIHY YAHHOCTI PE€CTPATIIITHOTO
MMOCBITYEHHS

Jata oTprMaHHA nepIIoro peecTpaniifHOro moceigyeHHs: 13 Oepesns 2001 p.
Jlata 0CTaHHBOrO MONOBKEHHS TEPMIHY JIii peecTpauifHOro nocBinyeHHs: 13 Oepesns 2011 p.

10. JTATA OCTAHHbLOI'O IEPETJISITY TEKCTY

Hetanena indopmanis npo meit nmikapcekuit 3aci6 JocTynmHa Ha BeOcaiiti CB
3 JIKapChKMX 3aco0iB: http://www.ema.europa.eu.
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Prospecto: informacién 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.

~ Sitiene alguna duda, consulte a su médico o
farmacéutico.

— Este medicamento se le ha recetado solamente
a usted, y no debe darselo 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 seccién 4.

Contenido del prospecto

apamune
4.Posibles efectos adv

§.Conservacién de Rapamune
6. Contenido del envase e informacién adicional

——

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 rifién.

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.

I

Rapamune también se usa para el tratamiento de
pacientes con linfangioleiomiomatosis esporddica
(S-LAM) con enfermedad pulmonar moderada o
deterioro de la funcién pulmonar. La S-LAM es una
enfermedad pulmonar progresiva rara que afecta
L nrincinalmente a muieres en edad fértil_Fl sintama

© Reacciones alérgicas

Deberd acudir a su médico inmediatamente si
presenta sintomas como hinchazon de cara, lengua
ylo fondo de la boca (faringe) y/o dificultad para
respirar (angioedema), o descamacion de la piel
(dermatitis exfoliativa). Podria tratarse de sintomas
de una reaccién alérgica grave.

© Dafio renal con bajos recuentos sanguineos
de células (pdrpura 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 glébulos
rojos, con o sin irritacion de la piel (pdrpura
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
0 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,
estémago 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 rifidn

- hinchazén del cuerpo, incluyendo las manos y
los pies

— dolor

— fiebre

~ dolor de cabeza

- aumento de la tension arterial

— dolor de estémago, diarrea, estrefimiento,
nauseas

- disminucion del nimero de globulos rojos,
disminucion del nimero de las plaquetas

- aumento de las grasas en sangre (colesterol y/o
triglicéridos), aumento del aztcar en sangre,
disminucién del potasio en sangre, disminucién
del f6sforo en sangre, aumento de la lactato-
deshidrogenasa en sangre, aumento de la
creatinina en sangre
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rrﬁés frecuente de la S-LAM es la difical'ta_d' para
respirar.
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2. Qué necesita saber antes de empezar a
tomar Rapamune

© No tome Rapamune:

- si es alérgico a sirolimus o a cualquiera de los
demds componentes de este medicamento
(incluidos en la seccion 6).

O Advertencias y precauciones

Consulte a su médico o farmacéutico antes de
empezar a tomar Rapamune.

- Sitiene algin 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.

~ Sitiene 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 estd considerado como paciente con alto
riesgo de sufrir un rechazo renal, por ejemplo si
se someti6 a un trasplante previo que rechazé.

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

La exposicién a la luz solar y a la luz UV debe limitarse
cubriéndose la piel con ropa y 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 poblacién.

C Toma de Rapamune con otros medicamentos

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

Algunos medicamentos pueden interferir con la
accion de Rapamune y, por tanto, podria necesitar
un ajuste de dosis. En particular, debe informar a
su medico o farmacéutico si est4 tomando
cualquiera de los siguientes medicamentos:

- cualquier otro medicamento inmunosupresor.

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

— cualquier medicamento usado para Ia tensién alta
0 para problemas del corazon, incluyendo
nicardipino, verapamilo y diltiazem.

- medicamentos antiepilépticos, incluyendo
carbamazepina, fenobarbital y fenitoina.

- medicamentos utilizados para el tratamiento de
ulceras 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).

— ULIVI Ue drucutdaciunes

- acné

~ infeccion del tracto urinario

— neumonia y otras infecciones bacterianas, virales
y fingicas

— disminucion de las células de la sangre que
luchan contra las infecciones (glébulos blancos)

— diabetes

— anomalias en las pruebas que miden la funcion
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 quirdrgica
0 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 1y 10 de cada
100 pacientes

~ infecciones (incluyendo infecciones
potencialmente mortales)

— codgulos de sangre en piernas

— co&gulos de sangre en los pulmones

~ llagas en la boca

- acumulacion de liquido en el abdomen

- lesion renal con disminucién del nimero de
plaquetas y de globulos rojos de la sangre, con o
sin erupcién cutanea (sindrome hemolitico urémico)

- disminucién del nimero de un tipo de glébulos
blancos llamados neutréfilos

— deterioro del hueso

— inflamacién que pueden dar lugar a una lesion en
los pulmones, acumulacién de liquido alrededor
de los pulmones .

- hemorragias nasales

— céncer de piel

- infeccion en el rifién

- quistes en los ovarios

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

- inflamacién del pancreas

— reacciones alérgicas

- herpes

— infeccién por citomegalovirus

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

~ céncer del tejido linfético (linfomatrastorno
linfoproliferativo post-trasplante), disminucion
conjunta de gldbulos rojos, glébulos blancos y
plaquetas

— hemorragia en los pulmones

— proteinas en orina, en ocasiones grave y
asociada a efectos adversos, como hinchazén

— proceso cicatricial del rifion que puede reducir la
funcién del rifion

— exceso de fluidos en los tejidos debido a funcion
linfética irregular

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

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

- tuberculosis

~ infeccidn por virus de Epstein-Barr

— diarrea infecciosa por Clostridium difficile

— lesién del higado grave

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

- depdsito 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)
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Se debe evitar el uso de vacunas vivas durante el
tratamiento con Rapamune. Antes de la
vacunacion, informe a su médico o farmacéutico de
que estd recibiendo Rapamune.

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 log
triglicéridos elevados, se han asociado con un riesgo
incrementado de rotura de fibra de los mdsculos
(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 tensién
arterial) puede provocar reacciones alérgicas. Informe
a su médico si esta tomando estos medicamentos.

© Toma de Rapamune con alimentos y bebidas

Tome Rapamune siempre de la misma manera, con
0 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
¥, por tanto, al tomar su medicamento siempre de
la misma manera, los niveles de Rapamune en
sangre se mantienen més estables.

No tome Rapamune con zumo de pomelo.

© Embarazo, lactancia y fertilidad

No debe utilizarse Rapamune durante el embarazo
amenos que sea claramente necesario. Debe usar
un método anticonceptivo eficaz durante el tratamiento
con Rapamune y durante las 12 semanas siguientes
ala interrupcion del tratamiento. Si est4 embarazada
0 en periodo de lactancia, cree que podria estar
embarazada o tiene intencion 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.

© Conduccién 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 azticares,
consulte con él antes de tomar este medicamento.

3. Cémo tomar Rapamune

Siga exactamente las instrucciones de
administracion de este medicamento indicadas por
su medico. 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 Unicamente para uso oral. No machaque,
mastique ni parta los comprimidos. Informe a su médico
si tiene dificultades para tomar el comprimido.

No debe tomar varios comprimidos de Rapamune
0,5 mg como sustitucién de los comprimidos de
1'mgy 2 mg, ya que no son directamente
intercambiables.

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

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 visin. Si padeciera
més 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 adicion 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 Espariol de
Farmacovigilancia de Medicamentos de Uso
Humano: www.notificaRAM.es. Mediante la
comunicacion de efectos adversos usted puede
contribuir a proporcionar més informacién sobre la
seguridad de este medicamento.

5. Conservacién 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 tltimo 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 cémo deshacerse de los envases y de
los medicamentos que ya no necesita. De esta
forma, ayudara a proteger el medio ambiente.

© 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 demés componentes son:

Ncleo 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,
dioxido de titanio, poloxamer 188, a-tocoferol,
povidona, cera de carnauba, tinta de impresién
(goma laca, 6xido de hierro rojo, propilenglicol
[E1520], solucién concentrada de amoniaco,
simeticona). Los comprimidos de 0,5 mgy2mg
también contienen éxido de hierro amarillo (E1 72)y
Oxido 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
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comprimidos recubiertos triangulares de color entre

Trasplante renal amarillo y beige, que llevan grabado en una cara | 5
Su médico le dard una dosis inicial de 6 mg tan “RAPAM{JNEQ2 ngg . ‘ /-?rj‘

pronto como sea posible después de la operacién . ;
de trasplante renal. Después necesitard tomar 2 mg ~ LOS comprimidos se envasan en blisteres de30y
de Rapamune todos los dias hasta que sumédico 100 comprimidos. Puede que solamente estén

le indique otra cosa. Su dosis seré ajustada comercializados algunos tamarios de envases.
dependiendo del nivel de Rapamune en sangre. Su  Titylar de Ia autorizacién de comercializacion y
médico necesitara realizar pruebas sanguineas responsable de la fabricacién

para medir las concentraciones de Rapamune. . L
Titular de la Autorizacion Responsable de la

Si también estd tomando ciclosporina, tiene que de Comercializacién: fabricacién:
espaciar la toma de los dos medicamentos Pfizer Europe MAEEIG  Pfizer Manufacturing
aproximadamente 4 horas. Boulevard de la Plaine 17 Deutschland GmbH
Se recomienda utilizar primero Rapamune en 1050 Bruxelles Betriebsstétte
combinacién con ciclosporina y corticosteroides. Al Bélgica Freiburg

cabo de 3 meses, su médico puede suspender MOOSW&ldaﬂee 1
Rapamune o ciclosporina, ya que no se recomienda 79090 Friburgo
tomar juntos estos medicamentos pasado este tiempo. Alemania

Pueden solicitar mas informacién respecto a este
medicamento dirigiéndose al representante local
del titular de la autorizacién de comercializacion:

Linfangioleiomiomatosis esporadica (S-LAM)
Su médico le dard 2 mg de Rapamune al dia, hasta
que le indique lo contrario. Su dosis se ajustara

segun el nivel de Rapamune en su sangre. Su Espaiia

médico debera realizar andlisis de sangre para Pfizer, S.L.

medir las concentraciones de Rapamune. Tel:+34914909900

© Sitoma més Rapamune del que debe Fecha de la tltima revision de este prospecto:

Si ha tomado més medicamento del que se le dijp, ~ 06/2019.
contacte lo antes posible con su médico o acudaa | 4 informacion detallada de este medicamento esta
urgencias del hospital més cercano. Lleve siempre disponible en la pagina web de la Agencia Europea

con usted el blister etiquetado del medicamento, de Medicamentos: http:/www.ema.europa.eu/.
aunque esté vacio.

© Si olvidé tomar Rapamune

Si olvidé tomar Rapamune, témeselo en cuanto se
acuerde pero no dentro de las 4 horas siguientes a
la dosis de ciclosporina. Después de esto, continde
tomando el medicamento de la manera habitual. No
tome una dosis doble para compensar las dosis
olvidadas, y siempre tome Rapamune y ciclosporina
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

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

PAA131630

PAA131630.indd 1 @ 06.08.19 15:45

ans

R

|22 AOKYMEHTIR




®

Folheto Informativo:
Informagéo para o utilizador

Rapamune® 0,5 mg comprimidos
revestidos
Rapamune® 1 mg comprimidos
revestidos
Rapamune® 2 mg comprimidos
revestidos
sirolimus

Leia atentamente este folheto antes de tomar
este medicamento, pois contém informagao
importante para si.

— Conserve este folheto. Pode ter necessidade de
0 ler novamente.

- Caso ainda tenha davidas, fale com o seu
meédico ou farmacéutico.

- Este medicamento foi receitado apenas para si.
N&o deve da-lo a outros; o medicamento pode
ser-lhes prejudicial mesmo que apresentem os
mesmos sinais de doenga.

- Se tiver quaisquer efeitos secundarios, incluindo
efeitos secundarios ndo indicados neste folheto, fale
com o seu médico ou farmacéutico. Ver secgéo 4.

0 que contém este folheto

1.0 que é Rapamune e para que é utilizado

O Rapamune contém a substancia ativa sirolimus
que pertence a um grupo de medicamentos
chamados imunossupressores. Ajuda a controlar o
sistema imunitario do seu organismo apds ter
recebido um transplante de rim.

O Rapamune é utilizado em adultos para prevenir o
seu organismo da rejeigo de rins transplantados e
normalmente € utilizado com outros medicamentos
imunossupressores chamados corticosteroides e,
inicialmente (nos primeiros 2 a 3 meses), com
ciclosporina.

Rapamune é igualmente utilizado para o tratamento
de doentes com linfangioleiomiomatose esporadica
(S-LAM) com doenga pulmonar moderada ou
declinio da fungao pulmonar. A S-LAM é uma

doenca dos pulmdes progressiva e rara que afeta
— nradominantamanta ae mulharae am idada fartil N

C Reagdes alérgicas

Deve contactar imediatamente o seu médico se
tiver sintomas como inchago da cara, lingua e/ou
parte de tras da boca (faringe) e/ou dificuldade em
respirar (angioedema), ou uma afegéo da pele em
que a pele pode descamar (dermatite exfollativa).
Estes podem ser sintomas de uma reagdo alérgica
grave.

© Danos no rim acompanhado de um nimero
baixo de células do sangue (purpura
trombocitopénica/sindrome hemolitico
urémico)
Quando tomado com medicamentos chamados
inibidores da calcineurina (ciclosporina ou
tacrolimus), o Rapamune pode aumentar o risco de
danos no rim, acompanhado de um ndmero baixo
de plaquetas e de glébulos vermelhos no sangue e
acompanhado ou n&o de erupgio na pele (pdrpura
trombocitopénica/sindrome hemolitico urémico).
Contacte 0 seu médico se tiver sintomas como
nédoas negras ou erupgao cutanea, alteragdes na
urina, alteragdes de comportamento, ou qualquer
outra alteragéo grave, nao habitual ou prolongada.

O Infegdes

O Rapamune reduz os mecanismos préprios de
defesa do seu organismo. Como consequéncia, o
seu organismo n&o estara tdo bem como é normal
a combater as infedes. Assim, caso esteja a
receber Rapamune, poderd sofrer mais infegdes do
que € habitual, tais como infegdes da pele, boca,
estomago e intestinos, pulmées e vias urindrias (ver
lista em baixo). Contacte o seu médico se tiver
sintomas graves, ndo habituais ou prolongados.

O Frequéncia dos efeitos secundarios

Muito frequentes: podem afetar mais do que 1 em

10 utilizadores

~ Acumulagéo de liquidos & volta do rim

- Inchago do corpo, incluindo as méos e os pés

- Dor

- Febre

- Dor de cabega

- Aumento da tenséo arterial

— Dor abdominal, diarreia, prisdo de ventre,
nauseas

- Redugéao do nimero de glébulos vermelhos,
redugao do nimero de plaguetas sanguineas

- Gorduras no sangue aumentadas (colesterol e/ou
triglicéridos), aglicar no sangue aumentado,
potassio sanguineo diminuido, fdsforo sanguineo
diminuido, desidrogenase l4ctica sanguinea
aumentada, creatinina sanguinea aumentada

- Dor articular (nas articulagées)

- Acne

- Infecao das vias urinarias
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sintoma mais frequente da S-LAM ¢ a falta de ar.

2. 0 que precisa de saber antes de tomar
Rapamune

C Nao tome Rapamune

— se tem alergia ao sirolimus ou a qualquer outro
componente deste medicamento (indicados na
5eC¢a0 6).

O Adverténcias e precaugdes
Fale com o seu médico ou farmacéutico antes de
tomar Rapamune

- Se tem algum problema no figado ou teve uma
doenga que possa ter afetado o seu figado,
informe o seu médico pois isso pode afetar a
dose de Rapamune que ird tomar, e podera ter
que realizar anélises adicionais ao sangue.

- O Rapamune, tal como outros medicamentos
imunossupressores, pode diminuir a capacidade
do seu organismo para combater as infegdes e
pode aumentar o risco de cancro dos tecidos
linfoides e da pele.

- Se tem um indice de massa corporal (IMC)
superior a 30 kg/m?, pode ter um risco
aumentado de dificuldade de cicatrizagao.

~ Se for considerado que tem um elevado risco de
rejeicdo do rim, tal como um transplante anterior
perdido devido a rejeico.

O seu médico ird realizar exames para avaliar os niveis
de Rapamune no seu sangue. O seu médico ird
também realizar exames para monitorizar a sua
fungéo renal, os niveis de gordura no sangue
(colesterol e/ou triglicéridos) e, possivelmente, a sua
funéo hepética, durante o tratamento com Rapamune.

Devido ao aumento do risco de cancro de pele, a
exposicao a luz solar e UV deve ser evitada
protegendo a pele com vestudrio e utilizando um
protetor solar com um fator de protegéo alto.

O Criangas e adolescentes

A experiéncia de utilizagdo de Rapamune em
criangas e adolescentes com menos de 18 anos de
idade ¢ limitada. A utilizagdo de Rapamune ndo é
recomendada nesta populagao.

© Outros medicamentos e Rapamune

Informe o0 seu médico ou farmacéutico se estiver a
tomar, tiver tomado recentemente, ou vier a tomar
outros medicamentos.

Alguns medicamentos podem interferir com a agéo
do Rapamune, podendo ser necessario um ajuste
da dose de Rapamune. Informe o seu médico ou
farmacéutico, particularmente se estiver a tomar
algum dos seguintes medicamentos:

- qualquer outro medicamento imunossupressor.

- antibiéticos ou medicamentos antifiingicos
utilizados para tratar as infegdes, como por
exemplo, claritromicina, eritromicina, telitromicina,
troleandomicina, rifabutina, clotrimazol,
fluconazol, itraconazol. Nao se recomenda que 0
Rapamune seja tomado com rifampicina,
cetoconazol ou voriconazol.

- qualquer medicamento para a tenséo arterial alta
ou medicamentos para problemas de corago,
incluindo nicardipina, verapamilo e diltiazem.

- medicamentos antiepiléticos incluindo
carbamazepina, fenobarbital e fenitoina.

- medicamentos utilizados no tratamento das
lceras ou outros problemas gastrointestinais tais
como cisapride, cimetidina, metoclopramida.

- bromocriptina (utilizado no tratamento da doenca
de Parkinson e diversos problemas hormonais),
danazol (utilizado no tratamento de problemas
ginecoldgicos) ou inibidores da protease (por
exemplo, para o VIH e hepatite C, como o
ritonavir, indinavir, boceprevir e telaprevir).

- hipericéo (Hypericum perforatum).

Deve ser evitada a administrag&o de vacinas vivas

Aiiranta a 1#ilizan3a Ao Danamiina Antac Aa

~ Pneumonia e outras infegdes bacterianas, virais
e fungicas

- Numero reduzido no sangue das células que
combatem as infegdes (gldbulos brancos)

~ Diabetes

— Testes de fungdo hepatica com resultados
anomalos, enzimas hepaticas AST e/ou ALT
elevadas

- Erupcao cuténea

~ Nivel elevado de proteina na urina

~ Perturbagdes menstruais (incluindo menstruagao
ausente, infrequente ou abundante)

- Cicatrizagdo lenta (que podera incluir a
separagao de camadas de uma ferida cirdrgica
ou linha de sutura)

- Ritmo cardiaco rapido

- Existe uma tendéncia generalizada para a
acumulagéo de fluidos em varios tecidos.

Frequentes: podem afetar até 1 em 10 utilizadores

- Infegdes (incluindo infeges que colocam a vida
em perigo)

- Coagulos sanguineos nas pernas

- Coégulos sanguineos no pulmao

~ Feridas na boca

— Acumulaggo de fluidos no abdémen

— Les&o renal com diminui¢éo do nimero de
plaquetas sanguineas e de gldbulos vermelhos,
com ou sem erupgdo na pele (sindrome
hemolitico urémico)

- Niveis baixos de um tipo de glébulos brancos
chamados neutrdfilos

- Deterioragdo dssea

- Inflamagéo que pode originar danos nos
pulmdes, fluidos & volta dos pulmdes

- Hemorragia (sangramento) pelo nariz

- Cancro da pele

- Infecéo renal

- Quistos do ovario

~ Acumulagéo de liquidos na membrana que
envolve o coragdo que, em alguns casos, poderd
diminuir a capacidade do coragao para bombear
sangue

- Inflamagéo do pancreas

~ Reagdes alérgicas

- Zona

- Infeg&o por citomegalovirus

Pouco frequentes: podem afetar até 1 em

100 utilizadores

- Cancro dos tecidos linfaticos (linfoma/alteragdo
linfoproliferativa pds-transplantagéo), diminui¢do
conjunta dos glébulos vermelhos, glébulos
brancos e plaquetas sanguineas

- Hemorragia do pulmao

- Proteinas na urina ocasionalmente grave e
associada a efeitos secundarios tais como
inchago

- Cicatrizag&o no rim que pode reduzir a fungéo
renal

- Excessiva acumulago de liquido nos tecidos
devido a alteragéo da fungdo linfatica

- Baixo nivel de plaquetas, com ou sem erupgao
cuténea (pdrpura trombocitopénica)

- Reagdes alérgicas graves que podem causar
descamagao cutanea

- Tuberculose

- Infegao pelo virus Epstein-Barr

~ Diarreia infecciosa com Clostridium difficile

- Graves lesGes hepaticas

Raros: podem afetar até 1 em 1.000 utilizadores

- Acumulagéo de proteinas nos sacos de ar dos
pulmdes, o que pode interferir com a respiragao

- Reagdes alérgicas graves que podem afetar os
vasos sanguineos (ver paragrafo acima sobre
reagdes alérgicas)

Desconhecido: a frequéncia nao pode ser calculada

a partir dos dados disponiveis

— Sindrome de encefalopatia posterior reversivel
(SEPRY), um sindrome grave do sistema nervoso

que apresenta os seguintes sintomas: dor de
cahera naliseas vAmitne Aanfiic3n ramuiileAna
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vacinag&o informe o seu médico ou farmacéutico
que esté a receber Rapamune.

A utilizagéo de Rapamune pode causar aumento dos
niveis sanguineos de colesterol e triglicéridos
(gorduras do sangue) que pode necessitar de
tratamento. Os medicamentos chamados “estatinas”
e “fibratos” utilizados para tratar o colesterol e os
triglicéridos elevados tém sido associados com o
risco aumentado de degradacdo muscular
(rabdomidlise). Informe o seu médico se esté a tomar
medicamentos para baixar as gorduras no sangue.

A utilizagéo simultanea de Rapamune com inibidores da
enzima de convers&o da angiotensina (IECAS) (um tipo
de medicamento utilizado para baixar a tenséo arterial)
pode resultar em reagdes alérgicas. Informe o seu
meédico se estd a tomar algum destes medicamentos.

© Rapamune com alimentos e bebidas

O Rapamune deve ser tomado sempre da mesma
forma, sempre com ou sempre sem alimentos. Se
prefere tomar Rapamune com alimentos devera,
entéo, tomar Rapamune sempre com alimentos. Se
prefere tomar Rapamune sem alimentos deverd, entio,
tomar Rapamune sempre sem alimentos. Os alimentos
podem afetar a quantidade de medicamento que atinge
a sua corrente sanguinea e, ao tomar o seu
medicamento da mesma forma, significa que os niveis
de Rapamune no sangue se mantém mais estéveis.

N&o tome o Rapamune com sumo de toranja.

© Gravidez, amamentagio e fertilidade

O Rapamune néo deve ser utiizado durante a gravidez
amenos que claramente necessario. Durante o
tratamento com Rapamune e nas 12 semanas apés
terminar o tratamento, use um método contracetivo
eficaz. Se estd gravida ou a amamentar, se pensa estar
grévida ou planeia engravidar, consulte o seu médico
ou farmacéutico antes de tomar este medicamento.

Néo se sabe se 0 Rapamune passa para o leite
materno. As doentes que tomam Rapamune devem
interromper o aleitamento.

Tem sido associado a utilizagéo de Rapamune a
diminuig&o da contagem de espermatozoides que
geralmente normaliza com a paragem do tratamento.

© Condugzo de veiculos e utilizagio de méquinas

Embora néo se espere que o tratamento com
Rapamune afete a sua capacidade de conduzir, se
tem dividas consulte o seu médico.

© Rapamune contém lactose e sacarose
Rapamune contém 86,4 mg de lactose ¢ até 2158 mg
de sacarose. Caso 0 seu médico lhe tenha dito que
tem uma intolerancia a alguns acticares, contacte o
seu médico antes de tomar este medicamento.

3. Como tomar Rapamune

Tomar este medicamento sempre de acordo com
as indicagdes do seu médico. Fale com o seu
médico ou farmacautico se tiver duvidas.

O seu médico decidira exatamente qual a dose de
Rapamune que deve tomar e quantas vezes a vai
tomar. Siga exatamente as instrugées do seu
médico e nunca altere a dose por sua iniciativa,

O Rapamune destina-se apenas a ser tomado por
via oral. Nao esmague, mastigue ou parta os
comprimidos. Informe o seu médico se tem
dificuldade em tomar o comprimido.

N&o devem ser utilizados mltiplos dos comprimidos
de 0,5 mg como substituigdo dos comprimidos de

1 mg ou 2 mg, uma vez que as diferentes dosagens
n&o séo diretamente substituiveis.

O Rapamune deve ser tomado sempre da mesma
forma, sempre com ou sempre sem alimentos.

Transplante renal

O seu médico dar-lhe-4 uma dose inicial de 6 mg

simultaneo, contacte o seu médico.

Os doentes com S-LAM tiveram efeitos secundarios
semelhantes aos dos doentes com transplante de
rim, e também perda de peso, que pode afetar até

1 em 10 utilizadores.

© Comunicagéo de efeitos secundarios

Se tiver quaisquer efeitos secundarios, incluindo
possiveis efeitos secundarios no indicados neste
folheto, fale com o seu médico ou farmacautico.
Também podera comunicar efeitos secundarios
diretamente através de:

INFARMED, I.P.

Direcéo de Gestao do Risco de Medicamentos
Parque da Saude de Lisboa, Av. Brasil 53
1749-004 Lisboa

Tel: +351 21 798 73 73

Linha do Medicamento: 800222444 (gratuita)

Sitio da internet:

http://www.infarmed. pt/web/infarmed/submissaoram

E-mail: farmacovigilancia @infarmed.pt
Ao comunicar efeitos secundérios, estara a ajudar

a fornecer mais informagdes sobre a seguranga
deste medicamento.

5.Como conservar Rapamune
Manter este medicamento fora da vista e do
alcance das criangas.

Néo utilize este medicamento apds o prazo de
validade impresso no blister e na embalagem
exterior, apés “EXP”. O prazo de validade
corresponde ao Ultimo dia do més indicado.

N&o conservar acima de 25°C.

Mantenha o blister dentro da embalagem exterior
para proteger da luz.

N&o deite fora quaisquer medicamentos na
canalizagdo ou no lixo doméstico. Pergunte ao seu
farmacéutico como deitar fora os medicamentos
que ja ndo utiliza. Estas medidas ajudarao a
proteger o ambiente.

© Qual a composigéo de Rapamune
A substancia ativa é sirolimus.

Cada comprimido revestido de Rapamune 0,5 mg
contém 0,5 mg de sirolimus.

Cada comprimido revestido de Rapamune 1 mg
contém 1 mgq de sirolimus.

Cada comprimido revestido de Rapamune 2 mg
contém 2 mg de sirolimus.

Os outros componentes sao:

Ndcleo dos comprimidos: lactose mono-hidratada,
macrogol, estearato de magnésio, talco.

Revestimento dos comprimidos: macrogol,

mono-oleato de glicerol, verniz farmacéutico,
sulfato de célcio, celulose microcristalina, sacarose,
diéxido de titanio, poloxamero 188, a-tocoferol,
povidona, cera de carnalba, tinta de impressao
(goma-laca, éxido de ferro vermelho, propilenoglicol
[E1520], solugdo de aménia concentrada,
simeticone). Os comprimidos de 0,5 mg e 2 mg
contém também 6xido de ferro amarelo (E172) e
Gxido de ferro castanho (E172).

© Qual o aspeto de Rapamune e contetido da
embalagem

Rapamune 0,5 mg apresenta-se em comprimidos
revestidos de cor castanho dourado, triangulares,
marcados num dos lados com “RAPAMUNE 0,5 mg".

Rapamune 1 mg apresenta-se em comprimidos
revestidos brancos, triangulares, marcados num
dos lados com “RAPAMUNE 1 mg".
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logo que possivel apés a operagao de transplante
do rim. Depois iré precisar de tomar 2 mg de
Rapamune por dia, até nova indicagao do seu
médico. A dose serd ajustada em fungdo dos seus
niveis de Rapamune no sangue. O seu médico ira
precisar de fazer exames ao seu sangue para
medir as concentragGes de Rapamune.

Se estiver a tomar também ciclosporina, deve
tomar os dois medicamentos com um intervalo de
aproximadamente 4 horas.

Recomenda-se que Rapamune seja utilizado primeiro
em combinagao com ciclosporina e corticosteroides.
Apbs 3 meses, o seu médico podera parar o
Rapamune ou a ciclosporina, uma vez que nao se
recomenda que estes medicamentos sejam tomados
ao mesmo tempo para além deste periodo.

Linfangioleiomiomatose esporadica (S-LAM)

O seu médico vai receitar-lhe 2 mg de Rapamune
todos os dias, salvo indicagdo em contrario. A sua
dose serd ajustada dependendo do nivel de
Rapamune no seu sangue. O seu médico vai
necessitar de efetuar andlises ao sangue para
medir as concentragGes de Rapamune.

© Se tomar mais Rapamune do que deveria

Caso tenha tomado mais Rapamune do que o
indicado, consulte um médico ou dirija-se a um
servigo de urgéncia hospitalar o mais depressa
possivel. Leve sempre consigo o blister rotulado,
mesmo que esteja vazio.

© Caso se tenha esquecido de tomar Rapamune

Caso se tenha esquecido de tomar Rapamune,
tome-o assim que se lembrar, mas ndo nas 4 horas
Que se seguem a préxima dose de ciclosporina.
Depois continue a tomar os seus medicamentos
como habitualmente. N&o tome uma dose a dobrar
para compensar uma dose que se esqueceu de
tomar e tome sempre 0 Rapamune e a ciclosporina
com um intervalo de aproximadamente 4 horas. Se
falhar completamente uma dose de Rapamune,
informe 0 seu médico.

© Se parar de tomar Rapamune

N&o pare de tomar Rapamune sem que 0 seu
médico Ihe diga para o fazer, pois corre o risco de
perder o seu transplante.

Caso ainda tenha dvidas sobre a utilizagdo deste

medicamento, fale com o seu médico ou farmacéutico.
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Como todos os medicamentos, este medicamento
pode causar efeitos secundarios, no entanto estes
nao se manifestam em todas as pessoas.

Rapamune 2 mg apresenta-se em comprimidos
revestidos bege-amarelados, triangulares,
marcados num dos lados com “RAPAMUNE 2 mg".

Os comprimidos apresentam-se em embalagens de
blisteres de 30 e de 100 comprimidos. As embalagens
podem n&o estar todas comercializadas.

Titular da Autorizacao de Introdugao no
Mercado e Fabricante

Titular da Autorizagdo  Fabricante:

de Introdugao no

Mercado:

Pfizer Europe MA EEIG  Pfizer Manufacturing

Boulevard de la Plaine 17 Deutschland GmbH

1050 Bruxelles Betriebsstétte Freiburg

Bélgica Mooswaldallee 1
79090 Freiburg
Alemanha

Para quaisquer informagGes sobre este medicamento,
queira contactar o representante local do Titular da
Autorizagdo de Introducdo no Mercado:

Portugal
Pfizer Biofarmacéutica, Sociedade Unipessoal Lda
Tel: +351 21 423 5500

Este folheto foi revisto pela tiltima vez em
06/2019

Esta disponivel informag#o pormenorizada sobre este
medicamento no sitio da Internet da Agéncia Europeia
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 | 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
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 usecguamau% in
combination with ciclosporin microemulsion and corticosteroids for 2 to 3 months. i ray-be
continued as maintenance therapy with corticosteroids only if ciclosporin microe
progressively discontinued (see sections 4.2 and 5. 1).
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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

Prophylaxis 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 isa 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 7} herapeutic 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 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 should be based on more than a single trough leY‘ﬂ- obtained

more than 5 days after a previous dosing change. S pain Ry,
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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 a
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 with
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 5 to 7 days until
3 consecutive trough levels have shown stable concentrations of sirolimus after dose adjustment 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.
Grapefruit 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 (IL2R Ab) induction, is not
recommended in the de novo renal transplant setting (see section 5. ).

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/otme,
fibrate should be monitored for the possible development of rhabdomyolysis and other ads#rse? @ ' 1 o e,
reactions, as described in the respective Summary of Product Characteristics of these 2%
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Cytochrome P450 isozymes

Co-administration of sirolimus with strong inhibitors of CYP3A4 (such as ketoconazole, voriconazole,
itraconazole, telithromycin or clarithromycin) or inducers of CYP3A4 (such as rifampin, rifabutin) is
not recommended (see section 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 multifocal 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 diagnosisin 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 (CMV) prophylaxis is recommended for 3 months after renal transplantation,
particularly for patients at increased risk for CMV disease.

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 rea
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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 CNI 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, lymphoedema,
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.

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

4.5 Interaction 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 i
intestine. Therefore, absorption and the subsequent elimination of sirolimus may be infl g
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substances that affect these proteins. Inhibitors of CYP3A4 (such as ketoconazole, voriconazole,

itraconazole, telithromycin, or clarithromycin) decrease 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 Cinax 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 Cumax, 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 Cmax, 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 Cax, tmax, and AUC were
increased 2.3-fold, 1.1-fold, and 2.2-fold, respectively. Plasma S-(-) verapamil Cpax 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.

Erythromycin (CYP3A4 inhibitor)

Multiple-dose administration of erythromycin and sirolimus oral solution si gnificantly increased the
rate and extent of absorption of both medicinal products. Whole blood sirolimus Crmax, tmax, and AUC
were increased 4.4-fold, 1.4-fold, and 4.2-fold, respectively. The Cmax, tmax, and AUC of plasma
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 ,;M-’ 2z,

espeéﬁr‘\;{‘,élyi:?’
The effect of CsA was also reflected by increases in sirolimus Cmax and tmax. When giggn Fhours o

0= ans
#* . NOKYMEHTIR

(300 mg), resulted in increased sirolimus AUC by approximately 183%, 141% and 80% |
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before CsA administration, sirolimus Cina 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).

Oral contraceptives

No clinically significant pharmacokinetic interaction was observed between Rapamune oral solution
and 0.3 mg norgestrel/0.03 mg ethiny] 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

Inhibitors 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, and danazol.

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, nifedipine,

prednisolone, and trimethoprim/sul famethoxazole.

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 contracepti £
be used during Rapamune therapy and for 12 weeks after Rapamune has been stopped. '
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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 Undesirable 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 (21/100 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.

Most patients were on immunosuppressive regimens, which included Rapamune in combination with
other immunosuppressive agents.
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System organ Very common Common Uncommon Rare Frequency
class (=21/10) (=21/100 to (=1/1,000 to | (>1/10,00 | not known
<1/10) <1/100) 0to (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-melanoma | Lymphoma*; Neuroendoc
benign, skin cancer* Malignant rine
malignant and melanoma*; carcinoma
unspecified Post transplant of the skin*
(including cysts lympho-
and polyps) proliferative
disorder
Blood and Thrombo- Haemolytic Pancytopaenia;
lymphatic cytopaenia; uraemic Thrombotic
system disorders | Anaemia; syndrome; thrombo-
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
Cardiac Tachycardia Pericardial
disorders effusion
Beo . Ong
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System organ Very common Common Uncommon Rare Frequency
class (=21/10) (=1/100 to (=21/1,000te | (>1/10,00 | not known
<1/10) <1/100) 0to (cannot be
<1/1,000) | estimated
from
available
data)
Vascular Hypertension; Venous Lymphoedema
disorders Lymphocele thrombosis
(including deep
vein
thrombosis)
Respiratory, Pulmonary Pulmonary Alveolar
thoracic and embolism; haemorrhage proteinosi
mediastinal Pneumonitis*; S
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 disorders syndrome (see
section 4.4);
Focal
segmental
glomerulo-
sclerosis*
Reproductive Menstrual Ovarian cyst
system and disorder
breast disorders | (including
amenorrhoea and
menorrhagia)
Ang
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System organ Very common Common Uncommon Rare Frequency
class (=1/10) (=1/100 to (=z1/1,000 to | (>1/10,00 | not known
<1/10) <1/100) 0to (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. &
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In a study evaluating the safety and efficacy of conversion from calcineurin inhibitors to sitolimus
(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 safety 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

4.9 Overdose
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At present, there is minimal experience with overdose. One patient experienced an epi%
fibrillation after ingestion of 150 mg of Rapamune. In general, the adverse effects o
consistent with those listed in section 4.8. General supportive measures should be if




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, selective immunosuppressants,
ATC code: LO4AA10.

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 a 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

Prophylaxis 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 umol/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 _ e

significantly lower blood pressure in the ciclosporin elimination group, it was decided to di ommum
r

subjects from the Rapamune with ciclosporin group. By 60 months, the incidence of n (-%@ﬁf *% 5 \
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malignancies was significantly higher in the cohort who continued ciclosporin as compared with the
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 mofetil, 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 mI/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 5 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 rejection and T-cell-mediated rejection on the same
biopsy were counted once for cach 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 randomisation, a fasting glucose >126 mg/dLor 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 followingmmﬂu}
conversion and were mild in severity; no graft losses were reported during the study (see njgg)j NS
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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. Eighty-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 49.24+13.6% (mean £SD) of the predicted value. The primary endpoint
was the difference between the groups in the rate of change (slope) in FEV1. 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. 7+3 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. s "“‘"’m%
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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 [14C] 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/h/kg) as compared with
adults (287 mL//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 t1/2 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 t1/2 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
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The 0.5 mg tablet is not fully bioequivalent to the 1 mg, 2 mg and 5 mg tablets when ‘
Multiples of the 0.5 mg tablets should therefore not be used as a substitute for other A m@ ;C"—;
. ans 2
- OKYMEHTIB 5 & %
e o



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 Cma 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. Grapefruit 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: Cinss 7.39 + 2.18 ng/mL; Craxss 15.0 £ 4.9 ng/mL; tmax s
3.46 £ 2.40 hours; AUC:s 230 + 67 ng.h/mL; 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 Crinss 5.40 + 2.50 ng/mL, Craxss 14.4 + 5.3 ng/mL, tmaxss2.12 + 0.84 hours, AUC; s

194 £ 78 ng.bymL, CL/F/W 173 + 50 mL/h/kg. Whole blood trough sirolimus concentrations, as
measured by LC/MS/MS, were significantly correlated (r2=0.85) with AUCkss.

Based on monitoring in all patients during the period of concomitant therapy with ciclosporin, mean
(10th, 90t 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, 90th percentiles) troughs (expressed as chromatographic assay values) and daily doses were 19 +
4.1 ng/mL (14t0 24 ng/mL) and 8.2 + 4.2 mg (3.6 t0 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 megdi
sirolimus concentration at the end of 12 months of treatment was 6.8 ng/mL (interquart €’
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 b=l
Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammaqust
Simethicone) 2
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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
2 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)/polychlorotrifluorcethylene (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 1a 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.europa.eu.
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