ITepexnan iHCTPYKINi IIPO 3aCTOCYBaHHS JiKapChKOIo 3aco0y HepiKaBHOIO MOBOIO,

3ATBEPIKEHO
Haxkazom MinicTepcTBa 0X0poHH
3M0poB’s YKpainn
04.02.2022 Ne 229
PeecTpaniiine nocBixaennst
Ne UA/19100/01/01

3MIHU BHECEHO
Haxka3zom MinicTepcTBa 0XopoHH
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ABTCHTHUHICTH SKOTO IATBEPPKEeHA MiAMHCOM 3asBHHKA a00 YHOBHOBXCHOTO HHAM
npesctasanka (JlneTok-Bxaaaum: ingopmanis 115 namieHra).

3anBHHEK, I¢aiizep Eita. Ci. ITi. Kopnopeitms, CIA /

Kpaina:

Pfizer H.C.P. Corporation, USA

BupoGuak, Ildaiizep Menrodekuypunr Hoitwrenn I'm6X, Himequuna /

Kpaiuna:

Pfizer Manufacturing Deutschland GmbH, Germany

(nepsurHe ma 6mopunHe NAKYEAHHS, MECMYBAHHS. NI BUNYCKY MA 6UNpOOySanHs.

cmabinvrocmi, eunyck cepii)

Hogo Hopaick Iponaxwms Ipmanaia Jlimiten, Ipnanais /
Novo Nordisk Production Ireland Limited, Ireland

(6upobHUYME0 Ma mecmy8anHs npU 6URYCKY NPOMINCHO20 NPOOYKNLY CUPONIMYC

Hanocucmemit OUCNEPCHOT)

Hdaiizep Ipnannis ®apmaceiotikan3 Annimiren Komnani, Ipnanais /
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland

(mecmysanus cuponimyc Hanocucmemu OUCHEPCHOI, BupobHuymso in bulk;
nepeunHe ma 6MOPUHHE NAKYEAHHS, MECTMYEAHHS NPU BUNYCKY MA BUNYCK Cepii)

Ipaitzep Iuk., CIIA / Pfizer Inc., USA
(6unpobysanns cmabironocmi)

Panamyn / Rapamune®
Ta6neTku, BKpuTi 060501HKO0I0 110 1 Mr y 61icrepax Nel0x10
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IHCTPYKIMif 3 MEHYIOT0 3ACTOCY BANHA NIKAPCLKOro 32cofy (INCTOK-BKIAAKA):
indopataltist X8 KOpHCTYBAYA

Panamyu 0,5 Mr taéneriu, BRpUTi 060 10HKOI0
Panamyun 1 mr tabaerkil, BRpuTi 000J10HKOK0
Panamyn 2 mr rabaeTkn, BRpHTI 060J10HKOK0

CHPOJiMyC

YBaxkHo npounTaiiTe BC10 IHCTPYKUIK 3 MeJHYHOT0 3aCTOCYBAHHA Mepel THM, AK TOYATH
NPHHOM JAHOro MPenapary, OCKilbKH BOHA MicTHTbL Ba:XXK/IHBY 111 Bac indopMauilo.
— 36epexiTe IO IHCTPYKLiI0. MOXUIHBO, BaM JOBEAETheA MIpOuUnTaTH 1 me pas.
— JSlkumio y Bac BUHHKHYTb OyIb-gKI IHTAHHA, 3BEPHITBECA 10 CBOTO Mikaps abo ¢papMauepTa.
— le#t nikapcekuil 3aci6 6yB npusHauenud BaM. He nepepmamaiite #0ro iHiumMM ocobaM,
HABIThH AKOIO IXHI CHMIITOMH € TAKHMH XK, SK 1 ¥ BAC. OCKINBLKH L& MoxKe M HAIUKOAATH,
~ Sxmo y Bac BHHHKIM 10DIuHI epeKkTH, NPOKOHCYNbTYHTecs 3 Jikapem abo
(bapMmarieBTOM, HaBiTB AKWO ¢ N0GiyHI edexTH, AKAX Hemae B Wik imcTpyxuit. dus.
po3ain 4.

3aticT iHCTPYKLIT 3 MEAWIHOTD 3ACTOCYBAHHS

1. Onnc npenapary PanamyH i n1oxa3anHs A HOTO BHKOPHCTAHHS.
2. I11o notpibuo 3HaTH, TIEPIU HIXK NpuitMary PamamyH.

3. Sk npukimata PanamyH.

4. Moxumnsi nobiuni ediekTH.

5. IlpaBuna 36epirasus npenapary PamamyH.

6. Cxman nakoBaHHsl Ta JOAATKOBA iH(popMallis,

1. Onuc npenapaty PanamyH i moka3aHH#A 119 HOro BHKOPHCTAHHS

PanmaMyH MicTuTB AiXOMy PEYOBHHY CHPOIMYC, sIKa HANEKHUTH N0 IPYNH MKapChKHX 3acobiB, mo
HasHBAlOTLCA iMyHOHenpecanTamu. IlpemapaT gomoMarae KOHTpOJIOBATH IMYHHY CHCTEMY
OpraHi3My IicNsA Nepecaqkyd HHPKH.

Panamyn npusHauaeTbcs  JOpPOCHIHM  TauieHTaM gt NpodinakTuk¥  BiATOPrHEHHA
TPaHCIUIAHTATa HMPKM | 3a3BHYal BHKOPHCTOBYETBCS Pa3oM 3 iHIOHMH iMYHOCYNpPECHBHHMH
npenaparaMH, AKi Ha3MBAIOTLCA KOPTHKOCTEpoifamu, 1 crnouarky (mepmi 2-3 micami) 3
LHKJIOCHOPHHOM.

PanaMyn TakoX  BHKODHCTOBYETbCA Ul JIKyBaHH® NamieHTIB 31  cnopagugHuM
niMdanrioneffomiomarosom (S-LAM) 3 noMipHWM 3aXBOPIOBAHHAM JIETeHiB a0 MOpYILEHHAM
(byukuii nerenip. S-LAM — piakiche mnporpecyrode 3aXBOPIOBAHHSA JIEI€HiB, AKE Bpaxae
OepeBaxHo XIHOK penpomIyKTHBHOro Biky. Halinommpenitunm cumromom S-LAM € yTpyaHene
JHXaHHS.

2. IHo norpibuy snary, nepm vBixk npstitmMarn Panamyu.

o - 4 ﬁ""‘r-‘.!ﬂ‘--_ i
He npaiismaiire Pananyn: 2T pan ey
T . . 7 DM Ny
— SKUIO Y BaC A7nEprig Ha cHponliMyc abo Oyldb-sky inwy peuogfiuy®uborfo Npenapaty
S 5‘" J
3a3lavedy y posmia 6). i<~ &5
( Y ¥ posuia 6) = nns
il 7. BOKYWEHTIE - F
LS &
W )
ﬁ\‘;. S <o 3¢
N ol 37\

89

...“I' g]/g\‘



< 90

Monepemxenun Ta 3anodizkui 3axoau
Iepes TM, K TpUAMATH PanaMyH, NPOKORCY IBTYHTECS 3 BALIIM Aikapem abo GapmManesToM.

—  Slxwo y Bac € npoGiemu 3 nedinkoio abo y Bac 0y110 3aXBOPIOBALHA, AKE MOIJIO BPA3HTH
NeYiHKY, NOBiZIOMTE NPO U CBOTO NIKapsi. OCKUIbKH BiAl UBOI'O 3aNCKHTL BCTAHOBIEHHA
onTUManbHOI A Bac Jo3d uperapaty Pamamyn Ta  BH3BA4CHHA HEOOXinuoCTi
IPOBEACHHS 0NATKOBMX AHATI3IB KPOBI.

—  Paramyn, fx i inwi iIMyHOCYTPECHBHI MPETAPATH, MOXKE 3MCHIIATH 3JATHICTD BAIIOTO
oprasismy fopotucs 3 iHekuismMn 12 3GITBLIMTA PH3HK PO3BUTKY paKy B JiMdoirunx
TKaHMHaX Ta Ha IOKipi.

—  Slxiuo sam inaeke mMacy tina (IMT) nepesumye 30 KI/M?, y Bac Mode OyTH IiIBHIIEHUH
pH3HK YCKIAIHCHD 3arOEHHA paH.

—  SIKIO BH BBAXAETCCh NAIICHTOM 3 BUCOKHM PH3UKOM BIATOPTHEHHS HHMPKH, HAMPUKIAL,
AKINO BH MEPEHECTH MONEPENHIO Tpaucrnantauito Hupkn, ska Oyina BigTOprHEHA
OpraHi3MOM.

Bamn nikap NpoBEAE AHaTi3W I TEPEBiPKW DIBHA Mpemapaty Pamamyn B xpoBi. Takox BiH
1poBesie 0OCTEXEHNs Ui NEPEBipKy dyHKuii HUpOK, JUT BH3HAYEHHS DiBHS Aimigis B KpoBl
(XonecTepuHy Ta/aG0 TPUIVIIEPHAIB) Td, MOMCIMBO, $yHKmI nedink® Mg yac JiKyBaHHA
npernapaToM PanamMyH.

Uepes MiABHINEHMH PHU3UK BHHHKHEHHA paky mKipy cnif 0OMEXHTH BIUIMB HA BaC COHATHUX
MpoMeniB  Ta  yMbTPad1o1eToBoro BHIIPOMIHIOBAHES, —3aXMINATH LWIKIPY BiAIIOBITHHMH
eleMEHTAMH OIATY Ta BHKOPHCTOBYBATH COHUE3aXMCHHH KpeM 3 BHCOKHM KoedinieHTOM
3aXHCTY.

JiTy T2 migJaiTKA
Iocein sacTocyBaHHA Ipenapary PanamyH y niTel Ta WiAITKIB BikoM 10 18 pOKiB 0OMENEHHH.
He pexoMeHIyeTLCA BUKOPHCTOBYBatH Parnamyn B ni# rpymi maieHTiB.

Ilpuitom npenapaty Panamys 3 inmsmMu JiKapchbKAMH 3acobamMu

TToBizoMTe cBoro Jikaps a6o (GapMmauesTa, AKIMO BU IPHHMACTE, HCLIOAABHO npuitManu abo
MoKeTe pHiiMaTH 6yzb-1Ki iHmi nikapeski 3aco0u.

Iesxi nixapcbki 3acobH MOXYTH [EPEUIKODKATH nii npemapaTy PamamyH, a TOMY MOMXe
3HAZOGMTHCS KOPEKILis J03H. 30KpeMa, BH MOBHHHI [IOBLIOMMTH cBOTO Jikaps abo (apManesTa,
KMo BK UpHiiMaeTe GyAb-sKMi i3 HACTYNHHUX JHKAPCHKUX 3acobiB:

—  Oyab-axu# MM iIMyHOCYTIPECHBHHH NiKapchbKUH Mpenapart;

—  aHTHOIOTHKM abo MpOTHTPMOKOBI MpemapaTH, AKi BUKOPHCTOBYIOTHCH A AiKyBaHHA
{iQeKmilt, HATPHIUTA KIapUTPOMIIH, EPHTPOMITITH, TEMTPOMILMH, TPOJICAHIOMILIHH,
pripabyTHH, KIOTPEMa30, QIIyKOHA30] Ta iTPaKOHa30. He pexoMeHIy€eThCS MPUAMATH
PanaMyH pasoM 3 pHbAMIILHHOM, KETOKORa30/10M 800 BOPHKOHA30JIOM;

— Oynp-aKuii JikapcbkuB npenapar, AKWH BHKOPHUCTOBYETRCH  TPH i ABUINEHOMY
apTepianbuoMy THcKy a60 CcepueBMX 3aXBOPIOBAHHAX, BKMOUANYH HiKapHiliH,

. . . . - ,4_4'_.*:.’ A W -
—  NpPOTHEMIMCNTHYHI NIKAPCHKI MPETapaTH, BKTIOUAIOUH KapOaMgzenig, Aperiodapbitan ra
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— JUKAPCLKI 1TPenapati, K BUKOPHCTOBYIOTBCS NS JIIKYBAUHA BHPA30K ado IHIHX
npobaeM  LUUIYHKOBO-KHIIKOBOTO  TPAKTY, Taki AK [M3aIpHA, T[HMETHAMH abo
METOKITOITpani;

— OpOMOKpHNITHH (BHKOPHCTOBYETLCS JUId AiKyBawHA xBopoOu IlapkiHcoHa Ta pisHHX
COPMOHAIBHAX MOPYLUIEH)), AaHa30/ (BHKOPHCTOBYETBCS Mo JTiIKYBAHHS TiHEKOJIOriYHUX
3aXBOPIOBaHb) af0 IHTIOiTOPH IpoTeasn (HampHKIaK, Aia nikysaudg BT ta rematuty C,
Taki AK PUTOHABIP, IHAHHABIP, Gouenpesip Ta Tenanpesip).

~ 3BipoOiit (Hypericum perforatum).

Ilin yac mikysammst npenapaToM Panamyn cilii yHMKAaTH BBE[GHHS XMBHX BakKLuH. Ilepen
BaKIHHALICKO [IOBLIOMTE CBOTO Jikapd abo (hapmalesTa, 110 BY DpHilMacTe npenapar PanamyH.
3actocyBaHRA nmpenapaty PanamyH Moxe [pHM3BECTH 1O MiABRUICHHA DPiBHA XOJIECTEPMAY Ta
TPUTTILEPHAIB Y KPOBi (kupiB y KpoBi), mwo Moxe norpeGysatd nixysamms. Jlikapebki
Npenapars, Bifomi ax "cratHHA" Ta "$hibpary’, AKi BAKOPHCTOBYIOTECS ANIA JIIKYBAaHHS BACOKOTO
piBHS XOJIECTEPHHY Ta TPHIJINEPHAIB, OyiaH NOB'A3aHi 3 MTiABMIICHUM PU3MKOM pyHHYBaHHEA
M'A30BHX BO/IOKOH (pabmomionis). [TopizoMTe cBOro mikaps, AKImO BM mpufMacTe JiKapchki
IpenaparTh A7 3HUKEHHA PIBHA )KUDPY B KPOBI.

Onuovacre 3actocyBanHs npenapary PamamyH Ta iHriGiTOpiB aHrioTEeH3MHIEPETBOPIOIOUOTO
depmenty (ATI®) (Tvn nikapchkuX 3acobiB, SKi 3aCTOCOBYIOTHCA 1A 3HHXKEHHS apTepiaTbHOro
THCKY) MOXe BHKIHKATH anepriani peaxuii. IToBizomre cBoro sixaps, Akmo Bu mpHiiMaeTe i
TIperaparH.

[Mpniiom Panamys 3 Drero Ta HanosgMu

[Ipuiimaiite Panamyn 3amkmyu B ofnakoBuit cnoci6: 3 ixero abo Ges Hel. Slkmo BHM Bimmaete
nepesary npuiioMy PamamyHy pazom 3 DKeto, BH 3aBIH IOBHHHI NpHMAMATH Ipenapar 3 HEo.
Axwe sy sianacte nepepary npuioMy Panamyny 6es ixi, 3aBxmm ciix npuiiMaTi npenapart 6e3
xi. Ixa Moxe 3MinuTH KinbKicTs Ajtoyol PEYOBHHH NiKapCLKOTO Mpemnapary, SKka HATXOIHTh ¥
KpOB, i TOMy, TpHIMAlOUH JIiKH 3aBIKIH B ONHAKOBHH crocif, piseHs npenapary Panmamyn y
KPOBI 3aTHINAETLCA Oinbm cTaGinbHHM.

He npufimaiite Panamyy 3 coxoM rpeifndpyTa.

BarirnicTts, JakTauis Ta depruipuicTs
Panamyn ne crifi 3acTOCOBYBaTH Nij Yac BaTiTHOCTI, AKLIO LE HE € KpaiHboio HeobXiaxicTo. Bu
TMOBUHHI BHKODHCTOBYBaTH e(eKTHBHI 3aco0M KOHTpauemmii Iif 4ac NiKyBaHHS HpenapatoM
Pamamyn ta mpotarom 12 TikHIB nicas npunnueHAs jgikysanus. Skmo BA BariThi abo roayere
rpyamo, abo nyMaere, mo Mojkere OyTH BariTHOK ab0 MiaHyeTe 3aBariTHITH, hepen
3aCTOCYBAHHSM LbOTO TIPENapaTy NPOKOHCYALTYRTECh 31 CBOIM Jlikapem abo ¢papManeBToM,
Hesinomo, uu nponukae npenapat Pamamyn y rpyane Momoko. [Tamientkam, ski IpuiiMaioTs
Panamyn, cnin npanMHUTH roAyBaHHS IPyIIO.

€ BigomocTi PO 3MEHINEHHA KIBKOCTL CHEPMaTO30idiB M 4WaC 3aCTOCYBaHHA NpenapaTy
Pamamyn, sxa 3aspuyall nOBEPTAETHCS O HOPMATLHOTO PIBHA ICIA NPHOMHEHHSA Kypcy
TIKYBaHHA TIpClapaToM. s,
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KepyBauus TpaHCAOPTHINMA 32c00233 Ta podoTa 3 MeXaHizMamu
Xoua OuiKyeThCs, HIO JiKyBaHHA TPCHapaToM PanaMyH He BILUIMHE HA BalWly 3AATHICTL KEpPYBATH
TPAHCHOPTHUM 3ac000M, AKLLO Y Bac BHHAKHYTL CYMHiBH, 38€PHITLCS [0 BALNOTO Kaps.

Panamyu MicTuTn JJaKTO3Y Ta CAX2PO3Y

Npenapar Panamyn micTrth 86,4 Mr nakTosd i go 215.8 mr caxaposu. fxmo Baw nikap
[OBIJOMMB BaM, IO BM MAae€Te HENEPEHOCHMICTh ACAKHX HYKDiB, 3BEPHITBCA 1O HBOTO 33
OTPAMAHHAM KOHCYJIbTAUIl, IIeplll HIX IpHAMATH LCH npenapar.

3. SIk mpuiiMaTn Pamamyn

TouHO BMKOHYATE BKA3iBKH OO 3aCTOCYBAHHS ULOIO MPEMapaty, 3a3HadeHi BalluM JiKapem.
Skimo BH CyMHiBaeTecs, 3BepHiTbes g0 cBoro mikaps abo (apmanesTa e pa3. Baw Nixap
BH3HAYHTH TOUHY [03y Tpenapary PamamyH, sKy BH IOBMHHI NPUIMATH, Ta HACTOTY 3 KOK BU
NOBHHHI e pobuty. ToOURO BHKOHYHTE BKa3iBKM BAlOro Nikaps i HIKOMM HE 3MIHIOWTE AO3Y
caMoCTIIHO.

Pamamyn mpusHavewHil TiNBKH JU19 TepopanbHOro 3actocyBaHws. He pospasmoiite, He
PO3XKOBYHTC Ta He posnamyiite rtaGnetki. IToBimomMTe CBOTO JNIKaps, SIKMIO ¥ DAC BHUHKIM
TPYAHOITI 3 IprifoMoM TabneTKH.

He cnig npuitMaty kinbka Tabnerox Pamamys 0,5 mr 3amicTs Tabnerox 1 Mr Ta 2 Mr, OCKiTTBEKH
BOHH HE € [IPAMO B3aEMO3aMIHHUMH.

PamamyH 3aBXIM CITL IpUHMAaTH B ogHaKoBwi crocib: 3 ikero abo Ge3 el.

Tepecanxa HHPKH

Bam nikap NpH3HAYMTh BAM TIOYATKOBY j03y — 6 MI AKOMOra IUBHNINE Ticis omepauii 3
TpaHcnmanTanii vupku. IloTiM BaM norpibuo Gyne npwiimati To 2 Mr nperapary PanamyH
IMOAHS, TIOKH JNKap He TPH3HAYNTE BaM iHie. Barua go3a Gyne CKOPUroBaHa 3allekHo Bijl piBHA
npenapary PanaMyn y xposi. Bam sikap noBuHeH Gy/ie 3pofuTH anamisH Kposi A1 BH3HAWCHHA
KOHIEHTpailil nperapaty PanamyH.

SIKIIO BM TAKOX NPHIAMAETE LHMKIOCHOPHH, BaM MOTPIOHO 3poGuTH mepepBy y MpHioMi mux
JIBOX JIIKAPCBHKHX IIpenapariB MpHONH3HO y 4 TOJTHHHU.

PekOMEHIYEThCA CIIOYATKY 3aCTOCOBYBAaTH PamamMyH Y UOEIHAHHI 3 LHUKIOCIOPHHOM Ta
KopTHKOCcTepoinamu. Uepes 3 micsmi Bam jikap Moke NPHIMHHTH Mpuifom PanamyHny aGo
LMKSIOCTIOPHHAY, OCKLITEKM HE PEKOMEHY€Thes HPHAMATH T JTIKH pa3oM MiC/s 3aKiHYeHHS UBOTO
TEPMIHY.

Cropazuuanit giMdanrioseiiomiomaros (S-LAM)

Bauu Jiikap IpH3HaYHTh BaM 2 M Ipenapary ParmamyH Ha IeHb, JOKH He §yne Mpu3HadeHo iHie.
Bawa 1032 KOPHI'YBaTHMETLCH 3AIEKHO BiZ piBHs mpenapary Panmamys y samif xposi. Bam
mikap TOBHHEH OyJe NPOBECTH aHAlisd KpPOBi IS BM3HAYEHHS KOHUEHTpAUil TMpemapary
Panamyh.

Alknio BH NPHIHAAY 6iIL1My 403y ipenapaty Pamamyn, nizk norpiéuo

Skmio Bu npuitnsuin Giniuy A03y upenapary, HiK BaM OYjI0 NPH3HAYEHO, Wfﬁ‘f@t‘_?{%{::ﬁme
3B’ SKIThCA 3 BaIMM JjikapeM abo 3BEPHITHCA 10 HAHOMHIKIOTO BLULITCHH ("”El:rzh?é'ﬂ‘:'faﬁ&\?q:ljn.
SHaBiTh AKINO BiH
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MOPOXHIH. 1" AOKymERTE
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Sxkmo B 3a0yau upwithaTe Panamyn

Skuwo BY 3abynu npuitHaTH PanaMyd, npniiMirs Horo, AK TITBKH BH 3rajiacTe, ajie He IPOTAIroM
4 roguH nicis npuiioMy 103H Openapaty uukiociopyh. Hicas uporo nponopxyiTte npritmaTh
npenapar y 3pHuaiinoMmy pexuMi. He npuiimaiite noasifiny nosy, o6 KoMmeHcyBaTH
nponyweny Q03y, Ta 3aBxkAd NpuiimMaiiTe PanamyH Ta UMKTOCIOPAN i3 npHONH3EO0 4-rOaUHHHUM
igTepBanoM. SIKmo BY 30BciM 3alyny  mpuilitaTy A03y npenaparty PanaMys, Bam  CliX
MOBIIOMHTH TIPO L€ CBOTO JiKaps.

Slxmo BH NpuMHHNTe npiitom npenapaty Panamyn

He npununusiite npufioM npenapaty PamaMyH, TOKH Balll fikap He MOBIIOMHTb BaM Ipo 1ie,
OCKLIBKH ICHYE DH3UK BiATOPrHEHHS TPAHCIIAHTATY.

SIkmo y Bac BHHHKHYTb AOAATKOBI MMTaHHM LIOAO 3aCTOCYBAIIA LLOTO MPenapaTy, 3BEpHITECA
3a KOHCYZBTAIEI0 10 BaIoro jikaps abo dapmaresra,

4. Moxangi noGi<Hi edpexrn.
Slx i Bei mixapewski 3acobH, liedt mpenapaT Moke BHKIMKATH TOOIYHI edekTH, X04a BOHH
BUHHKAIOTE HE Y BCiX.

Anepriugi pearuii
Bam cnin HeraiiHO 3BepHYTMCH 120 JiKap#, AKWO Y Bac € Taki CHMIITOMH AK-0T Habpsx
obmHyus, n38Ka Ta/abo 3aaAHLOT YaCTUHH poTa (ToTky) Ta/abo yTpymHeHe AMXaHHs (aHrioaeMa),
abo JymeHHA IKipd (excdoniaTuHui aepmatuT). Ile MoKyTe 6YTH CHMIITOMHE BaXKOL
aneprignoi peaxuii.

HomxonskeHHss HHPOK 3 HU3LKHM BMicTOM KJITHR KpoBi (TpomGoumToneniuna nypmypa/
reMoJiTHKO-ypeMivuHRii CHHApPOM)

B pa3i npuifoMmy Inpenapary pasoM i3 niKapchKMMH 3acofaMH, AKi HA3UBANOTECH IHriGiTopamMu
KaJbUMHEBpHHY (LMKIOCIIOPHH abo TakponiMyc), PamamyH Moxe 30UIBLIMTH —pH3HK
3aXBODIOBAHHS, fKE I[OEJHYE YUIKOIDKEHHS HMPOK i3 HI3bKHM BMICTOM TpoMOOLMTIB Ta
€PUTPOLHUTIB, i3 MOApPAsHEHHAM 1IKipH abo Ge3 Hel (TpomOonHTONEHIYRA My Py pa/re MO THYHO-
ypeMI4HHI cHHIOpOM). SIKIDO BH BiNUyBacTe TaKi CHMNITOMH SK reMaTOMH (CHMHLI), MIKipHi
BHCHITaHHA, 3MIHM B cevi, Nepenagu HacTpoio abo OyAb-axi iHIN CHMITTOMH, SKi BH BBaXKA€Te
CEpAO3HMMH, He3BHHaHHUMH 260 TpHBALMMY, 3BEPHITBCS [0 BAIIOTO JKApA,

Indexuii

PanamyH 3HIMXYE 3aXMCHI MEXaHI3MH Bamoro opraHiaMy. Sk Hacninok, mia yac GopoTsbu 3
indexuisMu Bam opramisM Oylie He TAKMM CHJIBHUM, sK panime. ToMy, sSKIIO BH IpHIMacTe
Panamyu, Bu Moxete minxonurth Gimsire ingexniil, Hix 3a3Buvai, ak-oT indekuii mkipy, pora,
IINYHKA T& KHINKIBHHKA, NETEHIB Ta CEYOBMBIAHMX LIMAXIB (AMB. CIHCOK HIXdJe). Bam cnig
3BEPHYTHCH [0 BAILOTO MiKaps, AKILO BH BIAUYBAETE CHMIITOMH, SKi BU BBAXKAETE CEPHO3HUMH,
HE3BHHUAHUMY a00 TPUBATHMH.

Yactora nobiunux edexrin / '5 :'3;1,, %
i@,

. o . . . 3,
Lyxe qacTl: BHRUKaIOTE ¥ 0Lk Hixk 1 3 10 nanienTis, QI/ & %o

— CKYNUYCHHS PiTMHH HABKOIIO HUPKH ans
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HaOPAK Ti;1a, BKIIOYAUM KIICTi Ta CTONH

6inb

JIXOMaHKa

ronoBHUH 0116

MiABMILIEHHS apTePIanbHOIO THCKY

6ie y WWIIYHKY, diapes, 3amop, Hy1oTa

3MEHIIEHHS KLTHKOCTI EPHTPOLATIB, 3MEHIIEHHS KLTBKOCTI TPOMOOLHTIR

NiABAINEHHs PiBUs XHPY B KPOBi (x0JecTepuHy Ta/af0 TPHIIiLepHNiB), 3HHXKEHHA PiBHA
Kalito B KpoBi, 3HHkeHHS piBHs Qocdopy B KpOBi, IIXBHIIEHHA pIBHI
NAKTATAEr i IPOTEHA3H B KPOBi, MiABUILEHHS PiBHA KPEATHHIHY B KPOBi

6i7p y cyrinobax

aKHe

indeKilii ceYOBUBIIHUX LIITAXIB

NHEBMOHIs Ta iHWIi OakTepiaibHi, BipycHi Ta rprOkoBi iH(exnit

3MEHUIICHHS KiNbKOCT] KIITHH KpoBi, o GoproThesd 3 iHdekuieo (JleAKkonuTiB)

LYKpOBHii niaber

BiEXHJICHHA Y JOCIIIKEHHAX, SKi BUMipIOIOTS IOKA3HAKY QyHKUIT NeTiHKH, TiABHINEHHS
piBas nevinkosux ¢pepmenTis ACT Ta/ado AJIT

BHCHIIH Ha IUKipi

niABUIIEeHHs piBHA OINKiB ¥ ceul

NOPYLIEHHS MEHCTPYATBHOIO UHKITY (BKIOYAIOTH BiACYTHI, piskicHi abo pacHi Micadmi)
[TOBIJIBHE 3aT0EHHA paH (PO3AiNeHHS WapiB XipypriuHoi paru abo 1IBa)

36LIBIIEHHA YaCTOTH CEPLEBUX CKOPOYEHb

iCHy€ 3arajibHa TEHACHIliA HAKOTIHYEHHS PIIHHH Y PiSHUX TKAHHHAX

Yacri: BuHuKawTh ¥ 814 1 1o 10 i3 100 nanientis

in(exuil (BkAOYAOYM NOTEHIIHEO Hebe3neyHi iHPpekuii)
3rYCTKH KPOBi B HOrax
3TYCTKH KPOBi B JIEr€HIX
BHPa3KH ¥ POTi
CKYITUEHHs PIAWHK B 9€PEBHIN TOPOXHMHI
YPaXKEHH HMPOK 31 3MCHIIEHHSM KLTBKOCTI TPOMOOLUTIB Ta ePHTPOLNTIB, 3 BUCHIIOM Ha
mxipi a6o 6e3 Hel (reMoniTHKO-ypeMiyHUN CHHAPOM)
3MEHIICHHS KUTBKOCTI THITY NEHKOLMTIB, SKi Ha3MBAIOTLCS HEHTpodinamMa
MIOTIpIIEHHS CTaHY KiCTOK
3aNaICHHA, AK€ MOXE MPH3BECTH N0 MOLIKOMKEHHS JICreHiB, HaKOIHYEHHS DITHHW
HABKOJIO JIET€HiB
HOCOBa KpoBOTEYa
pax mKip#
iH(exuis HUPOK
. T
KICTH B €UHHKAX GM1Z :"«\\
HAKONHYCHHS piauny B MemOpaHi, 110 oToYye ceplie, 10 B uic,g WX BHITAZIE% MRpKe
3MEHLIMTH 3/laTRICTE CEPIld NepexadyBaTH KPoB 8 7

- e
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— anepriuni peaxuil
— repuec
— pHTOMCranoBipycHa iH(eKis

HeuacTi: BUHEKATOTE ¥ Bia 1 1o 10 nauicuTis na 1000

—  pak niMpaTHYHO] TKAHHHU (mimoma/nocTTpancIaHTaliinii niMdonposnidepaTuBrui
PO3IAIL), OAHOUACHE 3HHKCHHS CPHTPOLHATIB, nefikouMTis T2 TPOMOOLMTIB

— IiereHesa KpoBoTeYa

—  Ginok B cedi, iHoai y BenuKiit KUTbKOCTI | moB'A3anyii 3 noGiMHAMA epexTamMu, TaKHMH K
Habpsik

—  py6LIOBAHHS HUPOK, L0 MOKE 3MERIIHTH QYHKIIIO HHPOK

—  HAUIMIIOK PIZIMAM B TKAHHHAX Yepe3 MOpyIIeHHs dyHKIi My

— 3MeHWIeHHS KiNpKocTi TpoMGouMTiB y kposi 3 Bucamom Ha mkipi abo Ges Hel
(TpomGounToneniuHa mypIypa)

~  BaXKi aneprivxi peakmii, SKi MOXYTh BUKITHKATH JTy LIEHHA IUKipH

— TybepKynpo3

~  imdexuis, cnpuunneHa sipycoM Emureiina-bapp

~ inQekuilina giapes, cnpuanyena daxrepiamu Clostridium difficile

—  TSOKKE YPOKeHHS NEUiHKH

Piaxicai: BHEMKatOTS ¥ Bin 1 go 10 nauienris na 10000
—  pigknamenHs 6inKa B MOBITPAHHX MiLUKaX NETEHIB, IO MOXE NEPEINKODKATH ANXAHHIO
— Baxki anepriyni peaxuil, Aki MOXKYTh BIUTHHYTH Ha KPOBOHOCHI Cy[MEN (JIB. PO3iM PO
anepriubi peaxuiy)

YacToTa HEBiAOMa: HEMOMIIUBO OIiHUTH IX UaCTOTY 33 HAABHHMHW JaHHUMH
—  cHHApoM 3amuboi 3BopoTHOI euuedanonarii (PRES), skuii e cepHo3HNM ypPAKEHHAM
HEPBOBOT CHCTEMH, IO Ma€ Taki CHMOTOMH: ronoseRit 6inb, Hymorta, 6moBOTE,
CILTyTAHICTH CBIAOMOCTI, CyIOMH Ta BTpaTa 3opy. SIKmo y Bac € Gimbmie oJHOIO 3 IHX
CHMITTOMIB, 3BEpHITHCA [0 BAIIOTO JIKApA.

[amientu 3 S-LAM BipuyBanu moxibui noGiyxi edexTH, Ax i nanieHtH 3 TPAHCIUTAHTAUI €10
HHPKH, 3 IOABAHHAM BTPATH Bary, IO MOXE€ BHHUKATH ¥ Ginpi Hix 1 3 10 ocib.

IMosigomaenns npo mobiuni epextn
STkamo By BiadyBaeTe Gyas-sKki MoBiuHi eQexTH, 3BepHiTHCA 10 Baworo nikaps a6o papManesTa,
HABITH AKIIO MOBA fne mpo MoXciHBi moGiui edextH, skl He 3a3Haveni y Wik incTpyxuii ans
MEAMYHOIO 3aCTOCYBaHHs. BY Takoxk MoKeTe ITOBIAOMMHTH NPO HUX 4epes ICaHChKy CHCTEMY
dapmakonarasgy ~— 3a  JIKAapcKHMH  3acofaMd NS MEAMMHOTO  3aCTOCYBAHHA:
www.notificaRAM.cs. [Topigomngioun 1ipo noOivni ceKTH., B MOXCTC JNONOMOITH HaXaTH
Ginrme fHopmartii npa 6e3neKy 3acTOCY BAHH IBOIO JIIKAPCHKOrO 3aco0y.

5. lIpasuaa 36epiranns npenapaty Panamyu.
36epiraTh Leit Tpernapar y HeIOCTYTIHOMY ANs JUTel Micili.
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He mrxopucropysaty (cll npenapaT nicis 3akin4eHHs TCPMIHY NPHAATHOCTI, 3A3HAUCHOIO Ha
Gaicrepi Ta Ha KkapTOHHIA yuakoBui rmicns caosa « EXPx». TepMmisom npHAATHOCTL BBAKAETHCS
OCTaHHIH JIeth BKA3AHOIO Micaus.

36epiraty 3a TemmnepaTypH ne euwe 25 °C. 3Gepirare Ogicrep y 30BHILIHIA yrakoBui s
3aXHCTY Bij| Ai1 CBITIIA.

He Bukunaiite iixapceki 3acobu y criyni Bogu abo moOyToBi Biaxomu. 3anuTaiiTe CBOTO
¢dapMalleBTa, 9K VTHII3yBaTH YNAKOBKH Ta JiKapchki 3acoOH, sAKki BH Oinblle HE 3ACTOCOBYETE.
Taxmm HHHOM BH JAONOMOXETE 3aXHCTHTH A0BKITIA.

6. Ckiag nakoBanHd Ta JoaaTkoBa iHGopManis,

Cxaan npenaparty Panamyn

Hiroua pesoBHHa — CHPONIMYC,

Kosxua tabnerxa PanamyH, BKkpruTa 0005101K0¥0, TI0 0,5 Mr MicTHTh 0,5 M CHpOMIMYCY.
Koxna tabnerka PanmamyH, BkpuTa 06010HKOI0, 10 1 MI MiCTHTE 1 Mr cHpotiMycy.
Koxma 1abnerka Panamys, BxpuTa 0600HKOIO, 10 2 MI' MICTHTh 2 MT' CHPOJIIMYCY.

[HIIMMHI KOMITOHEHTaMH Npelaparty €

Snpo Tabnerky; JaKTO3H MOHOTLIPAT, MaKporoll, CTeapaT MarHiro, TanbK.

[Toxpurrs rabnerku (o6omouka): Makporoj, MOHOOJEAT IITEPHHY, PapManeBTHYHA TJ7a3yp,
CynbdaT Kanblifo, LETono3a MiKpokpucTaniyna, caxaposa, AIOKCHI THTaHy, mojokcaMep 188,
a-Tokotepon, MoOBLOOH, kapHayOchbkuii Bick, Jpykapchka (apba (weraxK, d4epBOHHY OKCHA
3anisa, nponinenrnikons [E1520], koHUEHTpoOBaHMIl pO3UMH aMiaky, CHMETHKOH). TabJeTKH 1o
0,5 Mr Ta 2 Mr TaKOX MICTATH OBTHI okcun 3anisa (E172) Ta kopruHeBurit okeun 3aniza (E172).

3oBHimHiil BHIIAA NPOAYKTY Ta BMicT NaKOBAMHA

Ipenapar Panamyn 0,5 mr sapisie coforo TabneTkH TpUKyTHOL GopMH, BKPUTI OGOJOHKOIO,
CBITJIO-KOPHYHEBOI'O KOILOPY, 3 rpaBiforaHHsIM «RAPAMUNE 0,5 mg» na oaniit cTopoHi.
[Ipenapar Panamyn 1 Mr sBise coboro TabmeTku TpHKYTHOT (POpME, BKPHTI 0GOIOHKO0, 6i10r0
KoJkopy, 3 rpapitoBaHHaM «RAPAMUNE 1 mg» Ha oaHiit cTOpoHi.

[Ipenapar Pamamys 2 mr sBimge coboio TableTKH TpUKYTHO!I (OpMH, BKPHTI OGOIOHKOIO,
xoBToro abo 6exeBoro Konbopy, 3 rpaeiroBaiHsM «RAPAMUNE 2 mg» na oaniii cTopoHi.
Tabnerkn ynakosani B 6nicrepu o 30 i 100 Tabnetok. ¥ npoxaxy MoxyTs 6yTH He Bei poaMipH
YTTAKOBKH.

Baachuk peecrpauiiiHoro moceigyenus ra signosizansHuil 32 BAPOGHHITBO
Bnacuuk peectpauiiiHoro nociiueHHs:

[Tdaitzep €ypon MA EEIT" (Pfizer Europe MA EEIG)

Bynerap ne na [Lneiin, 17

1050 Bprocceiib, bemnpris

Bianoriaaasunit 3a BupoSHHUTBO:

[paiizep Menroderxuypunr Joftunena | M0X (Pfizer Manufacturing Deutschland GmbH)
berpibiurerte Ppaiibypr, Mycsamsaans 1. 79090 Opaitdypr,

Himeumna 5 ooy
Biibiue iHdopMauii npo neil gikapebkuii 3aci6 BH MoweTe AizuatHegd” %@ebfq‘i"{s’fﬁug?" 0
MICIIEBOIO NpeCTABHUKA BIIACHHKA PECCTPALIHHOTO OCBLAUEH IS g?j‘.-‘;f* _ \
Ienania : : ﬂoxé‘rﬂgrma :
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Pfizer, S.L.
Ten.: +34914909900

JaTa ocTtannbol peaarnii panol incrpyxuii: 06/2019.

Jeransna indopManis npo wed nikapchkuil 3aci6 posmimena Ha BeG-caiiti Ceponeiichkoro
areHTCTBA JIKapchKkux 3acobiB: hitp:/www.ema. europa.ew,
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Ilepexiag Kop
ABTEHTUYHICTH SKOTO IATBEPPKEHA T

3ATBEPIUKEHO
Haxkazom MinicTepcrea 0X0poHH
3R0poOB’a YKpaiHa
04.02.2022 Ne 229
Peccrpaniiine HOCBiAIeHHS
Ne UA/19100/01/01

3MIHHA BHECEHO
Haxkazom MinicTepcTsa 0X0poHH
30poB’sl YKpaiun
A0 08 2008 W 367

npeacTaBHUKA

3anBHHK, [datizep Eita. Ci. IMi. Kopnopems, CIIA /

Kpaiga:

Pfizer H.C.P. Corporation, USA

Bupoommk, Ildaiizep MeHo(ekTypaHr Tosanenn I'm6X, Hiveaunna '

KpaiHa:

Pfizer Manufacturing Deutschland GmbH, Germany

(nepsurHe ma 6mopunHe NaKyBaKA, MeCmyGanti npu gunycKy ma unpobysanHs

cmabineHocmi, 6unycKk cepii)

Hogo Hopaick Iponaxus Ipnanpis JliMiTes, Ipnaunis /
Novo Nordisk Production Ireland Limited, Ireland

(8upobHUYMEO MA MECMYBAHHA NPU BUIYCKY NPOMINCHO20 NPOOYKMY CUPORNIMYC

nanocucmemu OUCNEPCHOT)

Iaiizep Ipnannis GapmacroTiKan3 Amnnimires Kommnani, Ipaasnis/
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland

(mecmyeanua Cuponimyc Hanocucmemu Oucnepcrol, BUpOBHUYMEO in bulk;
nepeunHe ma 6MOPUHHE NAKYGAHHA, MECMYBAHHA NPU SUNYCKY ma eunyck cepii)

Iaiizep luk., CIIA / Pfizer Inc., USA
(sunpobyeanns cmabiterocmi)

Panamys / Rapamune®
TabeTKH, BKPUTI 060JI0HKOIO 0 1 Mr'y bicTepax Nel0x10
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1. HA3BA JIKAPCBKOI'O 3ACOBY
Panamyn 0,5 mr, 1aBaeTkn, BKpHTI 000IJI0HKOI0

PanamyH 1 mr, TabacTiy, sKpHTi 000IOHKOI0
PanamyH 2 Mr, TaBACTRH. BKpHTI 0D0ONKOL0

5. SIKICHHM I KUILKICHHIH CKJIAN

Panamys 0.5 Mr. taGaeTky, BKpuTi 0GOIOHKOIO
Ko Tabnerka, BKpHTa 060TOHKOI, MICTHTS 0,5 Mr cnpoIIMYCY.

Paraseyr | mr, TaGnerku, nKpiti 000NOHKOK
Koskia Tabaerka. BKPHTA 000/ 10HKOIO, MicTUTL 1 MT CHpONIMYCY.

PanamyH 2 Mr, TabneTKiL. BKPUTI 0BOTOHKOIO
KoskHa TAONETKA, BKPITA OGONOHKOK, MIGTUTh 2 MT cHpoaiMYCY.

JTonoMixkii peUoBHIH 3 sioMiM edexToM

Pananys 0.5 Mr. TabaeTrH, BKpHTi 060I0HKOIO
Kowua TabneTka MicTHTE 86,4 M MOROTIIIPATY JIAKTO3H it 215.7 Mr caxaposu.

Panamys | mr. Tabnerri, BKPIT 00ONOHKOI0
Kosxna TabaeTka MicTHTy 86,4 M MOHOTIPATY NAKTO3H it 215,8 Mr caxaposn.

Panarvi 2 Mr. TabneTku. BKpUTi 06010HKOIO
Koxkua tabnerka MicTHTb 86,4 MT MOHOrizpaty Jiakrosu A 214.4 mr caxapoiu.

TloBHMI CITKCOK JOITOMDKHHX PCHOBHH HaBefeHO B po3aini 6.1.
3. JIKAPCBKA ®@OPMA

Tabnerxa, BKpHTa 000IOHKOO (rabneTka).

Panamys 0.5 Mr, TaOReTRH. grpuTi 00ONOHKOIO
TabseTka TPUKYTHOT GOpPMH, KOBTO-KOPHHUHEBOC KOMLOPY, BKPHTA 0GONOHKOLO, 3 HANHCOM
«RAPAMUNE 0.5 mgy Ha omiomy Goui.

Panamys | wmr, TaONCTKH, sEpIT 000ACHKOIO
Tabnerka TpukyTHOT hopmu, GI0r0 KOTBOPY: BKpHTA OGONOHKOIO, 3 HAMICOM «RAPAMUNE 1| mg»

Ha oaHoMy Go1.

Panamyti 2 Mr. TaGneTky, BKPUTI 00010HKOI0
Ta6aeTka TPUKYTHOT JOPMH, BiZl KOBTOr® JI0 BEIKEBOTO KOMBOPY, BKpHTa 0OOIOHKOIO, 3 HANHCOM
«RAPAMUNE 2 mg» wa ofHoMy Goul.

4, KJIHIYHI XAPAKTEPUCTHKH
4.1 Tloxasaust

Mpenapat PanamyH NoKa3aHHA 1718 IPOQITAKTHKH BUTOPrHEHHA Opranin y A0pPOC/IHX naujeHTir

3 HU3BLKIM | TONMIPHHM IMYHOROIMHHM PU3HKOM. AKi BUCTYNAKITH PELATEHTaMH m-:pma@rqf‘-‘:m 02
W g - My,

TpancnianTara, PEKOMCHAYETLER CHOHATKY NpOTAroM 2--3 MiCALIB BHKOPHCTOBYBATH [T A

"
. . . . % . i i~
PanamyH y KoMOiHAUT 3 MIKPOEMYILCIEIO LMKIOCIOPKITY i KOPTHKOCTEPOIIAMH. SacTogyBRANK:

& it e
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npenapaty Panamys Moxe OyTi npoaomKeHe Ix THATPHMY $a/1bHA TEpanis B focHaHn
3 KOPTHKOCTCPOIAAMH JIHILE B pasi MOAAMBOCTI MOCTYTIOBOIO MTPHITHHENRA 3acTOCY BANNS
MikpoeMysIsCiT tHKIoCnopHHy (HE. poznind 4.215.1).

Tpenapar Pamamyn MOKAZAHMIT U1 JIIKY BaHHA NALICHTIB 31 CIOPAZIMH M
nimdanrioneioMioMaTo30M i3 3aXBOPIOBARIIM NCTCHIB NOMIpHOTO CTyneHs 260 3HMKCHHIM dyHxuil
nerenis (auns. posaini 4.2 5.1).

4.2 Crioci® 3acTocyBanig Ta 1034

BO3!§3HHR

[podiinaxmura sidmopanenis opaaia

JlikyBatiis NOBHHHO MOUMHATHCS # sanuwiarues nia narniaom daxisus 3 TPaHCIUIAHTOJION], MO MA€
pianosinHy Keamidikauito.

[Tovamxosa mepania (8io 2 do 3 Micayig nicis mpancamayii)

Jgiaaiisnii pexuy npaliMainia npenapary Panamyn —ue OAHOKPATHA HEPOPAibHA
HABAHTAKYBA/IbHA 1032 6 M, AKY TPHHAMAOTH AKOMOTA LIBHALIC Ticns TpAHCIIAHTALL, @ NOTiM 2 MT
oiun pa3 ua 106y /10 oTpUMaHHi peayibTATIB TEPANCRTHYHOIO MOHITOPHHIY JIKAPCEKOTO 3acody
(s, Tepanesmuriuii MOHIMOPUH2 AIKAPCLKO20 3008y Ma KOPUZYGAHHA 003U). [lotim Ao3y
npenapary Panamys mae ByTH iHAMBIAYATIZ0BAHO AA OTPHUMAHIHA 1ANMLKOBUX PIBHIB Y UiMbHIA
kpoei gin 4 mo 12 ur/ma (xpomaTorpadiunuii aHaiz). Tepaniio nperaparom PanamyH cIift
ONTHMI3YBATH 3ABASKH NOCTYTIOBOMY HHACHHIO 103H crepoiais | MikpoemyaLCiT LHKIOCTIOPHHY.
TTponoHosaki gianaiony JANUIIKOBOT KOHLEHTPALT LIHKIOCNOPHHY (IPOTATOM NEpPLIMX 2-3 wicanis
fic/ A TpaHenanTalll CTaHoORIATh 150-400 Hr/va (MOHOKIOHARHI aHanis aG0 aHanoTivHi
MeTton) (ouB. pozain 4.5).

11[o6 3BeCTH 10 MIHIMYMY papiaGesibHicTs, C/IL AOTPHMYBATHCH OJIHAKOBOTO IHTEPBATY MUK
npuiimaniam npenapaty Panasys i WHKIOCTIOpHHY: 11 puilMaTh Yepe3 4 TONUHRA NiCd 1031
LMKITOCTIOPHHY, @ TAKOK HE 3MIHIOBATH PEHIM 3ACTOCYBAHHA OO ok 1 mpuiiMaTH TOCTIHHO 260 3
ixeto, a6o Bes nei (ans. posain 5.2).

Hiompunsyeaavia mepanis

3acTOCYBAHRS LMIJIOCIIOPHHY C/1i1 NOCTYOBO MPHITHHATH npoTArom 4-8 TWKHIE, @ 103y NPEApary
PariaMyH CAlijl KOPATYBATH U1 JOCATHEHHS 3UTHLIKOBOTO pisns B LinbHIH Kposi Bix 12 70 20 ur/mn
(xpomaTorpadiuHui aHaniz: AU, Tepanesmusiatii MOHIMOPUHZ 3IKAPCHKO20 3aco0y Ma KOpUEysanis
dozu). Tpenapar PanamMyn il NPH3HAYaTH PasoM 3 KOpTHKOCTEpOiamMu. Y nalienTis, ¥ AKHX
APHIHHUTH 38CTOCYBaNHA UMKITOCTIOPHHY HE BAAIOCH ab0 HeMONITHED, KoMOiHALIA UWKIOCIOPHEY
it npenapary PanamyH He NOBHHHA igrpumyeaties Ginswe 3 Micauis nicns TpancruianTauii.

V TaKiX NAicHTiE, KON (e KATHIMHO AOLATLHO, CiA NPUNHHUTH 3acTocyRanus npenapary PanamyH
1 IpU3HAYHTH ansTEPHATHBHHH PEXKM iMyHOCYTIpECiI.

Tepanegniuuitti MOHIMOPURE AIRAPCLROZO sacoly ma kopuzyeanis 003U
PiBHi CHPOTIMYCY B LLIbHIR Kpogi CAli/L PETeaBHO KOHTPOJIOBATH B TAKMX nonynsLAx:

(1) y nauienTis 3 MOPYIUCHIAM dyHKLIT NCYIHKH;

(2) 33 YMOBH OJHOUACHOTO 3aCTOCYBANHA iHaykTopis abo iHriGiTopie CYP3A4 i nicna ix
npHnuHeHHs (1HB. po3Ai 4.5);

(3) i (aG0) AKLUO NO3YBAHHA LHIIOCTIOPHIY [TOMITHO SHHKCHO 250 HOL'0 3ACTOCYRAHHA MPHITHHCHO.
OCKIALKM B LHX MOMYJIAIIAX nafbinsia fiMosiphicTs 0cOGAMBUX BHMOT J0 A03YBaHHA.

qﬁpama
s .138MK,
- T o~ {

TepanchTHYHHIT MOHITOPHHT AIKAPCLKOTO 3a¢00y HE NOBHHCH 6y 1M €1MHOIO MIACTAROIO [

KOPHMIYBRHHS TEPAINT CHPOIMYCOM. Takok RAPTO PETEAbHO POITNHHYTH KATHIYHI 021K

o ¥, .
Woipinon,  © :\
pe3ybraTh Gioncil TRaHHIT Ta naGoparopt HOKa3HHKH. (= ans %l
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¥ GuibLuoeTi manieHTiB. Aki OTPUMYBAMI 2 M npertapaty Panamyy yepes 4 roasmn micnst
UHKJIOCTIOPHIY, 3AHIUKOB] KOHLEHTpaLii CHPORIMYCY B WibHITH KPOBI 32JTHUIATIHCS B MEXKAX
UiALOBOIO Aianazony rin 4 no 12 Hr/ma (BUP@KECHOrO ¥ BUFNALL 3HaYEL, OTPUMAHHX METOAOM
xpomaTarpadivnoro ananisy). OnrumaisHa Tepanis saMarae TEPANSBTHYHOTO KOHTPOJIIO
KOHUEHTPALIT NiKaPCEKOro 3ac0o0y B yCiX nauiciTin,

OrTéMansHO KOpHIyBaTH 03y Apenapary Panamyn na ocHOBI KifIEKOX 3an/IKOBAX PiBHIB,
OTpUMaHHX Ginell HEK Yepes 5 aAuis nicss nonepeanLol 3MiHK A03YyBAHHES.

TMawienTi Moy TE 6yTH nepeseneti 3 nepopanLHOro posuniy npenapary Panamys ua Tabnetosamy
(opmy 3 exBIBATEHTHHM IO3YBANHAM Y MT. Pexomenjyersen sumipiosath sanuwixopy KOHIEGHTPALLK0
uepes 1-2 Trkni micns 3ming nikapeskoi opmu abo o3y Banua TabneTok, mod nepexoHaTHES, 10
JAMHILKOBA KONUEHTPALIA 32MIIACTACA B MCIKAX PEKOMEHIOBAHOIO 1iLOBOIO JianasoHy.

Iicsi npHIHHEHAA Tepanil UHKAOCTIOPHHOM PEKOMEHIOBAHHI UINBOBHI AlaNaion 3AIHIIKOBIHY
KOHUEHTpaUiH cxuanae Bin 12 10 20 Hr/mn (xpomarorpadiunuii ananis). Ilnkiocnopun npurHisye
METaboi3M CHPOIIIMYCY, i, OT/Ke, MICHS NPAMHHEHHS 3ACTOCYBAMHA UHKIIOCROPHHY KOHUCHTPALLT
CHPOTIMYCY 3HHACYBATHMYThCH, AKLUO 03y cuponimycy He Gyze sbinbmeno. Y cepeausomy ao3a
CHPOTiIMYCY NOBMHHAE 6YTH B 4 pasn BUINOIO, mo6 YpaxyBaTH AK BiAICYTHiCTb dapMaKoKiHeTHUHOT
B3aeMonii (2-kparne 36insimenna), Tax i 36inpmeny notpedy B iMyHonenpecanTi 3a sigcyTHOCTI
uurnocnopuny (2-kpathe sGinswenns), enakicrs s6immenns 1o3u CHPOUIMYCY [MOBHHHA
BIINIOBIAGTH DIRHAKOCTI BHBCICHHA UHKIIOCIIOPHHY .

Axwo nig wac nigrpumysansuol Tepamii (nicna NPHIMHEHHA UHKIOCNOPHHY) NOTPiGHo nopantiue
KOpHTYBaHHA Q03M, ¥ GiNkIOCTi NallieHTiB Taki KOpUryBaHHa MOXYTb IPYHTYBATHCS Ha MPOCTiil
TPOMOp1Lii: HOBa Ko3a npenapaty Partamyn = notousa no3a % (1iNkOBa KOHUEHTPALIS / IOTOUHA
KOHHEHTpauis). fxio Heo6Xiano cyTTeRO 3GLALMIUTR 3AMHUIKOB] KOHIIeHTpalIii CHponiMycy, Ha
AOLATOK A0 HOBOT NIATPHMYIOUOT 1034 ciig YPaxyBaTH HaBAUTWKYBANLIY JO3Y! HABAHTAKYBATLHA
Ao3a npenapaty Panamyn = 3 * (HoBa HiATPHMYIOHA 4033 — MOTOMHA NLATPHMYIOHA go3a).
Makenmansia 103a nipenapaty Panamyn y Gy as-akuii qeus MPUIMAHHS He NOBHHHA [EPEBHLLYRATH
40 mr. ko pospaxosana noGora 103a nepesmugye 40 mMr Yepes N0aBANNA HABANTAKY BATLHO]
RO3H, TOAI HABAHTAXYBAJILHY 103y CNNia NPHAMATH TpoOTAroM 2 nHiB. 3aNMHUIKOBY KOHUEHTpALiO
CHPOTIMYCY CITii KOHTPOMOBATH NpHHaiiMi uepes 3—4 nui nicns MpUiMaHHA HABAHTAKYBANBHOT
o3y (Zo3s).

PeKOMEHIOBAHI TiaNasoHH 3anHILKOBHX ROHUEHTPaLIiH cupoiMycy npotarom 24 roaun npuseseno
HA OCHOBI XpomaTtorpadiuHux Metoain aanisy. Jlna sumipiosanna konuenTpaii CHPONIMyCY

B LUIBHIM KPOBI BUKOPHCTOBYBAIOCH KibKA METOMHK ananizy. Hapasi s kniniunii npakruwi
KOHUCHTPALIT CHPONMYCY B iIBHIH KPOBi BUMIpIOIOTECS AK XpoMarorpahiTHHMH, TaK

1 iMyHOTTOriMHUMM MeTO2aMH. SHadenus KOHUEHTpALLi], OTPHMAaHI 32 JIONOMOTOIO LIMX Pi3HHX
METOJMK, HE € B3ACMO3aMIHHUMH. Y ci KOHUGHTpAWIT cHponimMycy, 3a3HaueHi B 1l KOPOTKiit
XapaKTePHCTHL JiKapeLKOro 3acoby, Gyau abo sumipsani 3 BHKODUCTAHRAM XpoMarorpadiunmx
METOZIB, 200 nepepaxoBati B 3HAHCHHS, EKBiBANCHTHI OTPHMAHHM XpOMaTOrpadivHHMH METOOAMM.
Kopurysanus nns notparuianys s uineosuii aianason cnin MPOBOAWTA BIATIOBIAHO A0 aHaNI3y,
BHKOPHCTORYBAHOTO UM BH3HAYEHHA 3AMMIUKOBHX KOHUENTPauiii cuponimycy. Ockibky Pe3YiLTaTR
3unexaTe Bin BUGpaHoro ananisy ta n1abopaTopii, BOHH MOKYTh 3MIHIOBATHCS 3 [LTHHOM acy.
Kopurysanus s notpananasus B winsosui TePaneBTHYHAN 1iaNla3oH HeOGXIAHO BIKOHYBATH

3 PETELHHM yPaXY BAHHAM BHKOPHCTOBYBAROIO B KOHKPETHOMY BHIAIKY METOITY ananizy. Tomy
Aikapi nOBUKNKI NOCTIHNO OTPHMYBATH Inopmawito Bi BiANOBITANLHIX NPeCTABHMKIE cBOET
micuesol naGoparopii npo xapakrepreTuky Micueroro METOaY BH3HAYMECHIs KOHLCHTpALT
CHPOMTIMYCY.

Hauichmu 31 enopaduwiust tisipanaioneiiovio vamozonm (CHAAM)

JlikyBaHHS MOBHIHO NOMHIIATHES i 3a-MImaTHES Min HarmIoN Ksatidikosanoro daxds
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Jng nagicurin iz CJIAM nouarkopa a03a npenapary Panamyd nosuima ctanosuth 2 mr/ao6y. Cria
BHMIPIOBATH 2ATMIIKOBY KONUCHTPALIK CHPOXIMYCY B UUILHIA kponi vepes 10-20 miin, pazom i3
KOPHIYBAUHAM [J03H AN NIATPHUMAHHNS 11e00XiAHOT KOHUCATPAUIT B tianasoHi 5—15 Hr/m.

V BinsLIOCT] NRAUIEHTIB 2030 MOZKE KOPHIYBATHCS Ha THACTABI TPOCTOl nporopiil: Hoea ao3a
npenapary PanamyH = rioTovsa /1o3a X (UiboBa KOHLEHTPAUis / HOTOMHA KOHUeHTpaLis). Hacti
KOPHIyBaniis 1034 npenapary PamaMyH Ha niicTasi HepiBHOBaXKHOT KOHUEHTpAL] cuponimMycy
MOKYTb ITPH3BECTH 10 TIepPeNo3yBaHHA a0 3aCTOCYBaHHA HEAOCTATHLOT I03H, OCKLTBKH CHPONTIMYC
Mae TpMBaN#ii neploa wamissuseaeHts. ITicns KOPHIyBaHHs NIATPHMMYIQUOT A03H NTPEnapary
PanaMyR nmauicuTH NOBHHII TPOAOBACYBATH [IPUFIMATH HOBY NIATPHMYIOYY A03Y IPHHAHMHI
npoTArom 7—14 axis A0 NONANLIIOro KOPUIYBAHHS NO3M 3 KOHTponeM KoHuenTpauii. Ilicas
JOCATHEHHS cTabUTBHOT 103K TePANeBTHIHUH MOHITOPHHT NiKapcbKOro 3acoby cnill NpoBOANTH
OpuHaMMHAI KOXKHAI 3 Micani.

Jlani KOHTPONBLOBAHKX AOCHiKEHD Nikyeanua CJIAM tpusanictio nosan ofun pik Hapasi
HEOCTYTHI, TOMY B Pa3i TPHBANOro 3aCTOCYBaHHA CJliJ IEPEOLIHHTH KOPUCTE JIiKYBaHHA.

Ocobauai 2pynu naricunia

Honyasyia meMmuowripux nayicrmis

Joctynna o6meskena iHBopMallis, AKka BKa3ye HA Te, 10 AR HOCAIHEHHA Tie] 3K eHCKTUBHOCTI, Wwo
i y IHWMX naliedTis, TEeMHOILKIPUM peuyITieHTaM HHPKOBOrO TPAHCILIARTATA (TIEpeBaXHo
appoameprKaHuAM) nOTpiGHI BUIL} Ko3K ¥ 3amminKoBi piRHI cHponiMycy. [lani npo edexTHBHICTE
i Ge3neyricTs 3aHanTo 0bMexkeHi, oG JATH KOHKPETHI PEKOMEHAAUIT II0A0 3aCTOCYBaHHA
CUPONIMYCY B TEMHOWKIPHX PEUHTTIEHTIR.

Iayicumu nimnbo2o gixy

KinbkicTs yuachukis cTapiue 65 pokiB y si1iHI4HMX JOCHIDKEHHSX PO3UHBy npenaparty Panamyn ana
NepOpanbHOIO 3acTOCYBaHKA lic GyNa AOCTATHBOI0, WOEG OUIHATY PIsITAWIO ¥ BIANOBILI Ha JiKyBaHHA
NalieHTIB Lici BIKOBOT CPYIIM Ta MOMOJILNX NAUIEHTIB (AUB. po3ain 5.2).

MTopywetna pyrxyii nupox
3minroBaTH N03Y Npenapaty He notpibHo (aus. po3uin 5.2).

Hopyruenna yrxyii nevinxu

KnipeHe cuponimycy morke OyTH 3HIDKEHMH Y DalicHTiB 3 NOpYLIEHNAM QYHKUII MediHku (AMB.
po3min 5.2). VY nauieHTiB 13 TOKKWM NOPYyIIEeHHAM QYHKUIl NEYinku PEKOMEHIYETbCA 3HHIHTH
MiZTPUMYIOUY J03Y npenaparty PanamyH npHONIH3HO Ha MOI0BUHY.

V naujenTis i3 nopyweHHAM GyHKUIT NeYiHKH PEKOMEHIYETCA PETe/IbHO KOHTPOIFORATY 3aIMIILKOR]
pIBHI CHpOMIMYCY B UUILHIA KpoBi (auB. Tepanesmuvnuti Monimopune nixapebvrozo 3acoby ma
xopuzysanna 0ozu). Hemae HeoOXITHOCTI 3MIHIOBATU HaBAHTAKYBANBLHY O3y Tpenapaty PanaMyH.

Y nauieHTiB 3 TAKKUM MOPYLIERHAM HYHKLT MeYiHKA MOHITOPHHT CIIi NPOBOIMHTH KoxHi 5~7 1ib,
JOKH 3 MOCAIN0BII 33 IHIIKOBL PIBHI HE MOKAXKYTh CTabLIbHI KOHUEHTpaLT CHPOMIMYCY Mic/s
KOPUIyBaHHA 0035t aD0 nicns HaBaHTaKYBATLHOT JO3H, OCKITBKH TPHBAJIMI Nepion HaniBBHBEACHHA
06YMOBIOE 3aTPHMKY B LOCATHCHHI PIBHOBRXKHOTO CTaHY.

Honyasyia nayienmie oumato2o 6iky
Beaneynicts i edextuBHicTs Npenapaty PanaMyH y aireit i nianiTkis v Biii 20 18 pokie He
BCTAHOBJIEHO.

NO3YBAHHA HEMaE.
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TTpenapat Panasyu npusHaucH1il BUKIOMIO 115 IEPOPANLIONO 3ACTOCY BAHHA.

BiopocTynuicTs TabneTOK He BH3HAUANACS NiC/IS TOPO, AK BOHH 6y po3uassnieni, pokonani abo
PO3KOIOTI, TOMY 11€ HE MOXHa PEKOMEHIYBATH.

11106 3secTH A0 MiHiMyMy BapiabennnicTs, npenapar PanamyH ¢l mocTiliHo npuiismaty abo 3 Dxero,
abo Ges nel.

Cnift yHHKaTH BAUBAHNA IpelindpyToBoro coky (aue. pozain 4.5).

BukopucToByBaTH 3aMicTh Tafnetok | mr abo numx no3ysaHb BiANOBiNHY KiMbKiCTh TabieTok i3
mosysaunam 0,5 Mr 3a6oponeno (aus. po3ain 5.2).

4.3 HporunokalaHny

IinepayTAMBICTS A0 Aitouoi pedoBHHA a60 10 Gy/k-sKOl 3 AOMOMIKHUX PEHOBHH Npenapary,
3a3HaveHnX y posaini 6.1,

4.4 Ocotansocti 3aCTOCYBARRSA

Tpenapar Panamyu HeLOCTATHLO BHBUEHUI y NALIEHTIB 3 TPAHCTIIAHTATOM HHPKH 3 BHCOKHM
iMyHONOTIUHHM PH3HKOM, TOMY HOrO BUKODHCTAHIA B Wil rpyITi MAUIEHTIB HE PEKOMEHAYETHCS (AWB.
poszin 5.1).

Y nauicHTiB 3 TPAHCIUIAHTATOM HHPKH i3 3aTPUMKOK (PyHKLIT TPaHCIUIAHTATA CHPOJTIMYC MOXKE
BiACTPOMMTH BIZHOBICHHA PyHKUIT HHPOK.

Peakuii rinepuyriiMBocti

3aCTOCYBAHHA CHPOIMyCY CYRPOBODKYBANOCH PEAKLIAMU rinep4yTAMBOCTI, BRIIOYHO
3 aHaLTaKTHYHWMH 60 aHaQINAKTOIAHHMA peaKiisMn, HaGPAKOM Kginke, excdosiaTuBHEM
JEPMATHTOM i TEHKOLIHTOKIACTHUHIM BacKyNiToM (AHB. posnin 4.8).

CymyTHg Tepanis

Dymodenpecarmu (Muuie 08 peyunicHmie HUPKO8O20 Mpanchaamany)

V kAIHIYHWX ZOCTiHKEHHAX CHPOMIMYC 3aCTOCOBYBABCS OAHOUACHO 3 TAKUMU NpenapaTaMH:
TAKPOMIMYC, UHKII0CIIOPUH, A3ATIONPHKH, Mikoderonary MOQETHII, KOPTHKOCTEPOI/H i LIMTOTOKCHYHI
AHTUTLTA. 3aCTOCYBAHHSA CHPONIMYCY B IVEAHANHI 3 IHIIRMA IMYHOAETIPECAHTAMH LWUMPOKO He
JIOCTi Ky Banocs.

3a yMOBH OJIHOWACHOFO 3aCTOCYBAHHA Npenapary PanaMyH i WHKIOCTIOPHHY CJ11 KOHTPOIIOBATH
dyHxuiro Hupox. Crig poarisy Ty MOMIHBICTE BUINOBIIHOrD KOPUIYBAHHS PEKAMY IMyHOCYTpecil
y NALIEHTIB 3 MiZIBHIEHNM PIBHEM KpeaTHuily B cHpopatil. CIrij MposRaaTH oBepekHicTs Y pasi
OHOYACHOTO 3aCTOCYBAHHA 3 IHILMMK NpenapaTami, AKi, AK BiAOMO, MAIOTb 3ryGuuii Brums Ha
dyHKU{I0 HHUPOK.

Y nali€HTiB, AKi OTPHMYBATH LIMKIIOCTIOPHH i npenapar Panamyk 6inbuie 3 MmicauiB, BiA3HAYABCA
BHULMHA piBeHb KpeaTHHIHY B CHPOBATLI i 6inbly RU3LKI PO3paxyHKOBi IWIBHAKOCTI Ki1yboykoBoi
}inbTpauii NOPiBHARO 3 NALiEHTaMH KOITPOILHOT FPYNH, AKi OTPHMYBalX LMIJIOCIOPHH i nnauebo
a6o asaTionpun. Y nauienTis, y skux 6yno YCTHLHO NPHNNHEHO 3aCTOCYBAHNSA LIKIOCTIOPHE Y pnren,,
Bif3HAUABCA HIDKYMH piBeHb KPEaTHHIMY B CHPOBATLI it BAIA PO3PANOBAHA WIBHIKICTE Ka¥ 0 ‘-;'p;m‘f;"*‘}c\
AN N
& P

DiTETpanii, a TAKOK MLKYA MACTOTA BUHMKHEHHS 3NOAKICHMX HOBOYTBOPEHD MOPIRHA

3 NALIEHTAMH, AKI NPOAOBAYBANH NPHAMATH IHKNOCTIOPHH. PCKOMEILLY BATH (IPO/0S; i 2
- TR a8 %]‘!
flos | MOKYMERTIB "o 5
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OAHOMACITOTO 3ACTOCYBAHNA LIMKNOCNOPUHY H Hpenapary PanaMyR gk niATpHMYBaTLHOT Tepanii ve
MOZKHA.

[pynTyrounct na indopmauii 3 NOAATLWIAX KAIHIMHUX DOCTIAKEHD, BHKOPHCTAHHS NMPEMapaTy
Panamyn, mikogpeHonaty Modetiny H KOpTHKOCTCPOINIB ¥ MOCAHAIIHI 3 INAYKLIEXO aHTHTIN 10
peuentopa IL-2 (IL2R Ab) ne pexomenayeTecs B pasi riepecajikn HUpk# de novo (aus. posznin 5.1).

PexoMeHmyeTbCa RHKONYBATH NEPIOAWYRHH KiJBKICHWH aHatis suainexHs 6Lika B ceui.

Y nocnimkenn, y aKoMy OUIHIOBABCS TIEPEXil 3 IHTIGITOPIB KansOHHESpUHY Ha npernapat Panamyn
¥ NALIEHTIB 3 MiATPHMYIOUOIO TSPAMi€lo Nic/a TPAHCTUIAHTALT HMPKH, ITINBHILEHEe BUIIEHH s binka
B ceyi 3a3BHHail cnoctepiranocs uepes 6-24 Micaui nicas nepexogy Ha npenapat PanamyH (us.
pozxin 5.1). ¥ 2 % naunientis y pocnimkerni takox 6ysio 3apeecTpoano HOBHIE MoyaTok Hedposy
(nedpotwynyii cunapom) (ake. posain 4.8). Ipysryrouuncs Ha iHdopmauii BifkpuToro
PaHIOMI30B2HOTO AOCIIIPKEHNA, Mepexia 3 iHridiTopa KalbLUHHEBPUHY TAKPONiMYCy Ha rpenapat
Panamyn y nauientis 3 nigrpuMyonoto Tepamero nicts TpascuIanTauii HHpky 6yB nop’ A3anmi

3 HECTIpRATAHBHM Npodhisiem Geaneurocti Ges miaABHILEHHS eleKTHBHOCTI i TOMY He Mode ByTH
PeKoMeRIoBalui (AHR. po3ain 5.1).

OaxouacHe 3acTocyBaHHA Npenapaty Panamyn 3 iHriGiTOpOM KaabUMNEBPUHY MOKe 36inbmnTH
PU3HK NOABH IHAYKOBAHOIO {HIiGITOPOM KaNbUWHEBPHHY [eMONITHYHO-YPEMIMHOTO CHHAPOMY,
TpomGoTuHOT TpoMGouUTONeHiuHOT MyprypH 460 TpoMBoTHuHGT MikpoaHrionaTii

T YC/TTIVTMA).

Tnzibimopu F'MI™-KoA-pedykmasu

V KIiHIYHEX ZOCTIKEHHAX OANOUACHE 3aCTOCYBaHHA Npenapary Panamyn i inribitopis
I'MI"-KoA-penykTasu ra (abo) ¢ibparis neperocustocs gobpe. Ilia yac Tepanii npenaparom Pamanmyn
i3 RKIocTIopHHOM A abo 6e3 HbOTO 3a nanieHTaMK HEOGXIHO CMOCTEpIraTH Ha NpeaMeT
TiJBHILEHHS PiBHA NiNiNis, a 33 NaUIEHTAMH, AKi OTPUMYIOTS iHTiGiTop ITMI-KoA-penykrasn

Ta (a60) Gibpar, ciix criocTepiraTh Ha NPEAMET MOXUIHBOIO PO3BMTKY pabAoMioaisy Ta iHILMX
NobiYHUX peakiiit, K (¢ 3a3HAYAETECA Y BUINOB{IHIH KOPOTKIH XapakTepHCTHLL NikapCLKOro 3acoby.

Isopeprienmu yumoxpoary P450

Criinbre 3acTOCYBaHHA CHPOIMYCY 13 crbHIMH iHriGiTopamu CYP3A4 (TaKHMHM AK KETOKOHA301,
BOPHKOHA3071, iTPaKOHa3041, TETITPOMILIAR 300 K1apHTpoMinuR) abo iHoykropamu CYP3A4 (Takumu
AKX prdaMILn, pudaldyTin) He pekoMeHAYETbes {IMB. po3LiT 4.5).

Habpsax Keinxe

CninpHe 3acToCyBanns npenapaty Panamys i inriGitopis aHrioTensnHnepeTsopiolouoro hepMenTy
(ATI®) npusseno fo peaxuii Tumy Habpsaxy Keinke. [lingumesni pisui cuponiMycy, HanpHknan,
4epes B3aEMOJIIO i3 CHNbHMMK 1HTIOiTOpamMu CYP3A4 (3 cymytHiMu inribiTopamu AITD abo Ges
HHX) TAKOXK MOKYTb nocymosari Habpak Keinke (s, posain 4.5). V neskux Brnaakax naGpsx
Keirke 3HMKAE NiC14 NPUNHHEHHS 32CTOCYBaRHA ab0 3MEHILEHHS 103U lpeniapaty Panamyn.

[lineueHa yacToTa nigreepoxenoro Gionciew roctporo sinropruenus (ITBI'B) y peunniewrin
HHPKOBOI'O TPAHCMNAHTATY CriocTeEpiranaca B pasi OZHOUACHOrO 3aCTOCYBAHHS CHPOIMYCY

3 inribiropamu AII® (nus. posxin 5.1). V pasi oanouacHoro npuitmanns inriGitopis AIID cain
YBAXKHO CHOCTEPITaTH 32 NAIIEHTAMH, AKi OTPUMYIOTH CHpOiMyC.

Baxyurnayin

IMyHOzENpecanTH MOXKYTB BIUIHBATH Ha BIANMOBIAb Ha BakuuHawio. 11in vac nikysanus
IMYHOTIENPECARTAMH, 30KPCMA NpenapaToM ParaMyH, BaKUHHALIA MOxe Gy TH MEHIL eeRTHBHOIO.
[MTix wac AikysaHHs npenapatoM PamaMyH ciill yHUKaTH BUKOPHCTARHS KUBUX BAKLIMH,
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JnogkicHe HOBOYTBOPEH LA

lmyHoOCyTpecis MOXe CIIPHUMHSTH NABHILEHY EXMALHICTL 0 iR(EKLiii, 2 TAKOK MOKITUBHI
POIBMTOK NIMOMH T2 IHLINX 3MOSKICHAX LOBOYTBOPEHb, 0COGIMBO Ha mKipi (posain 4.8). Sk
3aBKAH [UTS TALUCHTIB 3 NiABWILEHNM PH3HKOM PaKy [IKIpH, BITHB COHSYHOTO CRiTIA i
ynsTpadioneTororo (Yd) cpita cnig o6MEKyBATH 28 JONOMOTOK 32XHCHOTO oaATy M BHKOPHCTAHHA
COHLIE3aXHCHOrD KPEMY 3 BHCOKHM koed)iLIEHTOM 3aXHCTY.

ludexuii

HanMipre npuruiuends iMyHHOT cHCTeMH MOXe TaKox 3GiNLIMATH CXMALHICTD 10 indexuif,
BRTIOHHO 3 OTIOPTYHICTHYHMMH iHdexuisvmu (6axTepianbni, rpubkosi, BipycHi Ta HadmpocTimi),
JCTANbHUMI IHEKLIAMYU Ta CercHeoM.

Cepen unx 32XBOPIOBAHDL ¥ PEUMITIEHTIB HMPKOBOTO TPAHCILIAHTATY — HedpONaTis, 0B’ 13aHa

3 Bipycom BK, i nporpecytova mynbTrgiokansha nefikoennedanonaris ([IMJD), rios’szana 3 Bipycom
Hxona Kanninrema. LIj ingexuii yacTo noe’s3aki 3 BUCOKMM 3aranbHuUM IMYHOCYTIPECHEHHM
HABAHTAXKEHHAM | MOXKYTh MPH3BCCTH 10 Cepio3HnX alo AETANLHUX CTaHIB, AKi Tikapi NOBMHHI
BPaxoByBaTH Mi/l Yac AHQepeHLianbHOT LIarHOCTHKY B MALEHTIB 3 0caabneHHM iMyHiTETOM

3 hyHKui€o HHPOK, MO NOripWYETECS, 260 HEBPONCTIMHIMH CHMITTOMAMH.

Iosizomasinoca npo BHNAKK NHeBMONIT, cnpuumtenci Preumocystis carinii, Y PELMITIEHTIB
HHPKOBOr'O TPAHCINIAHTATY, AKi HE OTPHMYBAJIM NIPOTHMIKPOOHY npodinakruxy. Tomy
DpoTUMikpobHY tpotdhinakTuKy MPOTH NHEBMOHIT, cRpHuMnenol Pneumocystis carinii, cnix
NIPOBOAMTH MPOTAroM Nepwkx 12 MICALIB NicAs TPaHCIIaHTAU .

Ipodinaktuxy indekuii, cnpuuunctoi uutomeranosipycom (LIMB), PEKOMEHIYETLCA TIPOBOAWTH
IPOTAroM 3 MiCAUIB NTiCNA HHPKOBOT TPAHCINAHTALIT, 0COBNRMBO B NAUICHTIE i3 MiABHUIEHHM PH3HKOM
3aXBOpIOBAHHNA Ha LIMB.

Hopymenna dynxuii geuinkn

Y nauientis i3 nopymenHsm (yHKuil neviHku peKOMEHAYETLEA PETETbHO KOHTPOJIIOBATH 3ATHIIKOBI
piBHi cHponiMycy B LibHIK KPOBI. ¥ NauieHTiB i3 TAKKHM MOpYLEHHAM dyHKUIT edinkn
PCKOMEHAYETBCA HHAKEHHA [TIATPHMYI040T O3V BITONOBUHY Y 3B’93Ky 31 3HIDKEHHAM KlipeHCy (IMB.
posainy 4.2 i 5.2). OcKilbKH B UMX NALICHTIB NEPIOA HANIBBHBENEHHA 36inbUIyEThCS, TEPATEBTHYHMIE
MOHITOPHHI JIIKapChKOro 3acoby Micis HABAHTANKYRAIBHOT 1034 260 3MIHM TIO3M CITiN IPOBORHTH
IPOTATOM TPHBANOrO NIEPIONY Yacy 10 AOCATHEHHS cTabiNBHUX KOHUeHTpauil (aus. posninu 4.2
15.2).

Honvnamiil perimiedTiB TPACTIIAITATIE JIEreHip | meqiHKH

Beanteunicts i edexrusricts 3acTocyBanns npenapaty PanamyH sk iMmyHOCynpecHBHOl Tepanii He
BCTAHOBJICHI B PEUHITIENTIB TPAHCILNAHTATY NereiB abo NeYiHkH, a ToMy 3aCTOCYBaHHA Npenapary
B TAKHX NAWIEHTIB HE PEKOMERIYCTECS.

Y ABOX KIiHIYRMX NOCAULKEHHAX 32 yUACTIO MALIEHTIB, AKi IEPEHEC/IH TPAHCILIAHTALLIO NeYiHKM

de novo, BHKOPHCTAHNA CHPONTIMYCY B TOCAHARHI i3 IHKITOCTIOpHHOM a60 TakposiMycom Byno
TIOB’A33HO 31 36LILWIEHHAM 4acTOTH TpomGO3y nevinkoBoi apTepii, wo B OCHOBHOMY NPH3BOAHIO 10O
BTpaTW TpaHcrianTaTa abo cMepri.

Kniniune gocnimxenns peunnieHTis TpancnnauTaTy neuikm, B1Ni6paHHX BUNANKOBO A1 NEPeXOny

31 CXeMu Ha 0cHOBI nribitopa kansuunespuuy (IKE) na cxemy Ha ocHOBi CHPOJTIMYCY HOPiBHAHO

3 [IPOOBAKEHAAM CXeMM Ha ocnosl IIKH, nporarom 6-144 micauie nicns TparcnnanTauii neqgRibtie,,
TIPOAEMONCTPYBANO MepeBarin 8 CKOpHroBaniii 3a BUXignum pisiem LUK® vepes 12 Mi::nu/iﬁ‘-"7;:ﬂl,?r “‘:m
(—4,45 mn/xB i -3.07 Ma/XB BianosinHo). ¥ 10caimKkenni Takox ne Baanocs nponc.\:ongp,":m*_i;ﬁ'l"u e % Y
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MeHUTY eheKTHBICTL 32 NOKAIHHKAMK WBHMAKOCTI KOMGIHORAKOT BTPATI TPAHCHIIANTATA, BIfICYTHIX
D&HHX TIPO BHAKHBAHNA A60 JICTATBIHX BUIAAKIB ¥ TPYTH NEPENOHY HA CHPOIIMYC NOPIBHIHO

3 rpynoro nponosxeHns repanii IKH. Yactota neranbuyx Hacniakis y rpymi, 1o oIepxyBana
cuponimMyc, Sysia BULLO, HiXK Y TPy IponosskenHs mikysanns IKH, xoua PI2HHLS He Mana
CTATHCTHYROT 3HavyocTi. YacToTa nepenuacroro DPUMTHIEHHA YHacTi B HOCNiAKenHl, NoBIMHHX
peakuii 3aranom (i indexuiit 3okpema) i ninrpepakenoro Gioncicio rOCTPOro BiATOprHenHs
TPAHCIIIAHTATA NCYiHKH Yepes 12 micauis 6yna cyTTeBo BUUIOIO B rpymi Tepexo/y Ha CHpOniMyc
[OpiBHARC 3 FPYTIOO NpomoBXkenns Tepanii IKH.

Halifinbw 4acti BUITAAKH HECNPOMOKHOCTI GPOHXIAMbHOIO AHACTOMO3Y 3 ICTANBHHMH HaCsiaKaMH
NOBIAOMIANNACH Y NAUICHTIB MicAs TpaHennaHTauii nerenis de NOVO, KONM CHPOMIMYC 3aCTOCOBYBABCS
B PAMKAX CXEMH IMYBOCYTIDECHBHOTO f1iKyBaHHS.

CHCTEMHHINA BNAME

[ToBigomnsanoca npo BUNAlKK NOpYIeHHT afo CNOBINbHEHHS 3arocHHA paH y NauieHTiB, aKi
OTpaMyBanH npenapat Pamanys, sokpema Nnimdgouene 8 peURNieHTIB TPAHCNIAHTATY HHPKH Ta
PO3XOIDKEHHA KpaiB panu. 3rigHo 3 JaHUMH 3 MEIHYHHX [DKepeN, MALiCHTH 3 iHAEKCOM MACH Tila
(IMT) nonan 30 kr/mM® MOAY T 3ITKHYTHCA 3 i ABAILEHHM PU3MKOM TNODPYLICHHS 3aTOCHHS paH.

Tagox MOBITOMNANOCA NPO BUNAAKH HAKOHMYEHHS PINUHM, 30kpema nepudepuunnii Habpak,
TIEBPANBHHA BUIIT 1 NEPHKAPXIAIbHUIA BHITIT (BIJIOYHO 3 reMOAHHAMIYMRO IHAYYLLHMY BHIIOTaMH
B [iTeit i A0POCHHX) ¥ NALICHTIB, ki OTPHMyBanH Npenapar Panamyn.

3acTocyeanHa npenapaty PanaMyH cynpoBomKyBanocs NiZBHIIERHAM PiRHA XONEeCTEPHHY Ta
TPUI/ILEPHUIB Y CHPOBATL KPOBI, IR0 MOKE TOTPeGYBATH BiANOBIHOrO niKypauns. 3a nanicHramy,
AIKMM BEOZATE Npenapat PanamyH, C1ia CAOCTEpIraTH Ha NIPEAMET rinepliniaemis 3a I0OMOrolo
NaGOPATOPHUX TECTiB, 4 B pasi BUABJIEHHA rinepainigeMii cnil noyaTH Taki BTpY"aHHsA, 9K Jli€Ta,
i3uuni Bnpasy i rinoninigemiuni saco6u. Tepen nouatkom IMYHOCYTIPECHBHOrO NiKyBaHHA 32
CXeMOI0 3 npenapaToM Pagamyn cnig posrnsHyTH CHIiBBIIHOILEHRS KOPHCTI # PU3MHKY [UIS NALICHTIB
13 BCTAHOBNEHOIO TiNepinigeMielo. ABAIOrIYHAM YHHOM CJTiJ epeOUiHNTH cniBBiAHOUIEHH
KOPHCTi # pU3UKY 104G NPONOEsKelHs Tepanil npenaparom Panamys y nauienTis 3 THKKO0
pedpakrepHoto rinepnininemMicio.

Caxaposa i nakrosa

Caxaposa
Le#t npenapat He MOJKHA NPU3HAYATH TIALIEHTAM 3 PiXKICHOIO CIAAKOBOIO HENepeHOCHMICTIO
bpyKTO2H, MMOKO30-TAIAKTO3HOO manbabeopbuieio abo HegocTATHICTIO LYKPA3H-i30MaNbTa3 .

Jaxmosa

TlaujenTam i3 TAKHMY PIOKICHHMHU CIAZKOBMME 3aXBOPIOBAHHAMH, K HEMEPEHOCUMICTD raNaKkTo3H,
MaKTa3Ha HeJJOCTATHICTL caamik a60 CHAAPOM ManbabeopOuil MIOKo3K Ta ranaKTo3H, He CiN
npuimary uei nikapeskui 3aci6.

4.5 Biaemoais 2 inmusu JikapesKHMN 3aco6amu i imi saan s3aemopniii

CrponiMyc inTencurHo MeraGonisyetnes isodepmentom CYP3A4 ¥ CTIHN{ XKMWKIBHMKa § neuin.
Cuponimyc Takox € cyGeTpaTonM WIS edLIOKCHOIO HACOCY, 110 3abe3neuye MHOXHMHHY TiKAPCBKY
crifikicTs, P-raikonporeiny (P-gp), posrauosatoro s TOHKOMY KMUIKiBHUKY. OTxe, Ha abcopbujto
H nofiasnbuIe BUBEAEHHA CUPOJTIMYCY MOXKYTh BILIMBATH PEHOBHHH, 110 BILIMBAIOTH Ha 11l GLIKY.
TuriGitopi CYP3A4 (Taki K Ke1UKUHA307, BOPHKOHA3OJ, ITPaKoHa301, TEMITPOMILIEH a60
KNapUTPOMILIHH) SHIDKYIOTE METab0MI3M CHPOJliMYCY i NiABHUIYIOTS KOHUENTpauito cHponiMycy.
Innyxropu CYP3A4 (taki sk pudamriunu abo putadyTus) 36ins1rytoT MeTaGonizM cupoli: e
# 3HMNCYI0Th KOHICHTPALIIO cHponiMycy. CriiibHe 3ACTOCY BAHHA CHPOTIMYCY i3 CHIBHIN /\giu v qd,& Y
inriditopasu CYP3A4 ao ingyxroparsm CYP3A4 e PEeKOMENAYETbCA (KB, PO3XLT 4%’(
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Pucpamniipn (inpyrrop CYP3A4)

VieacHus Gararopa3onnx 103 pupamtilusy 3HH3NRI0 KOHUCHTPAIIIO CHPOITIMYCY B UilbHIH KPOBI
Micns ONHOPA3OBOTO npifiManin 10 MF NepopaibHOro posunHy npenapary Panamyn. Pugammimim
36inplryBas Kaipesc cuponivMycy npubnnano 8 5,5 pasy i 3:kysas AUC i Crax npubnusio na 82 %
i 71 % Bianosiauo. Cninsne 3acTocyBalna cHPOAIMYCY H pHOaMOILMHY HE PEKOMEHAYETBCA (IMB.
po3ain 4.4).

Kerokonazon (inrinitop CYP3A4)

3acTocypanHa 6araTopazoBHX J03 KETOKOHa30.1y CYTTEBO BILIMBANO HA LIBMAKICTD i CTYTHHD
BCMOKTYBAHHA Ta BIVIHB CHPONIMYCY 3 PO3YHHY NpcrapaTy PanaMyH aj1a NepopaiibHOro
33CTOCYBAHHS, IO BifoOpakacThca 301MbWEHHAM NOKAIHHKIB Cmax, tmax | AUC cuponimycy 5 4.4, 1,4
Ta 10,9 pasn BignosiaHo. CriibHe 3aCTOCYBaHHA CHPOIMYCY H KETOKOHA30Y HE PEKOMEHIYEThCA
(aue. posain 4.4).

Bopskonazon (inriGitop CYP3A4)

[ToBimommanoca, wo cnijbie 3acTOCYBaHHA CHpONiMycy (pazoBa 1o3a 2 Mr) 3 baraTopa’osum
NpUIAMAHHIM BOPHKOHAZOMY AUIA NEpopalibHOro 3actocyratis (400 mMr xoxHi 12 roaus npotTarom
1 nua, notiM 100 Mr kooxui 12 roans npotsaroM 8 fdis) y 320poBUxX A0OPOBONBLIB 361MBIIYE Crax
i AUC cuponiMycy B cepeansomy 8 7 1 11 pasis Binnosinno. CrinkHe 3acTOCYBaHHS CHPONiMyCy
7l BOPHKOHA30JTY He pekoMeHayeThed (AHe. poznin 4.4).

Huntiazem (inri6itop CYP3A4)

OnmoyacHe NpHAMAHHS PO3YHHY fipenapaty PamamyH [Uis NepopanbHOro 3acTocyBaHHs B 1031 10 MT
i muniaseMy B 031 120 Mr cyTTeBO BILIMHYIO Ha GiogocTynnicTh cuponiMycy. TToxasHukH Crpax, tma
i AUC cupouimycy 36insurysanucs v 1.4, 1,3 Ta 1,6 pasn sianosinuo. CHponiMyC He BIUTHBEB Ha
(apMaroxiHeTHKY ani auaTiasemMy, aHi iforo MeTaboniTis Ae3alLlCTHARHATIAEMY T2
JecMeTHRAuITiazemy. SIKIO 3aCTOCOBYCTHCA AMITIAZEM, CNiL KOHTPOMIOBATH PiBEHb CHPOAIMYCY

B KpOBi 1 MOKe 3Ha100HTHCA KOPHIYBAHHS IO3H.

Bepanamin (inribirop CYP3A4)

BaraTopa3ose NpuiiMaHHA POIYUHY BepanamiTy H CHPOMiMYCY AA NepopaibHOIO 3aCTOCYBAHAS
3HAYHO BILTHHYIO HA WBHIKICTb i CTYIIHE BOMOKTYBAHHA 060X MiKapebkux npenaparis. [Toka3sHIKH
Crmax, tmax 1 AUC cuposimMycy B LinbHiN Kposi 36insuryeanmes y 2,3, 1,1 Ta 2,2 pasu ignosiaHo.
Tloxa3HukH Crax i AUC S-(-) Bepanaminy B niasmMi kposi Synu 3611bIueHi B 1,5 pasH, a NOKAIHAK tmax
3uu3uBCA Ha 24 %. Citifl KOHTPOIOBATH PiBHI CHpONiMyCy it po3TJIAHYTH MHTAHHA 1O BiAnosiane
SHIDKEHHA 103 000X JIKapCLKUX [IPelaparis.

Epurpominmi (inriGitop CYP3A4)

BaraTopasoBe NpUIAMAHHSA PO3UHHY EPHTPOMILMHY i CHPONIMYCY MUl NEPOPATLHOTO 3aCTOCYBaHHS
3HAYHO THABMLIKIO WBMAKICTS | CTYNiHL BCMOKTYBaHHA 060X Nikapckkyix npenapartis. [ToxasHuky
Cumax, tmax 1 AUC cuponimycy B uinpHiit kposi 36inswysanncs y 4,4, 1,4 ta 4,2 pasu BiInosigHo.
Tokasunkn Cmax, tmx | AUC eparpoMiuniry ocHoed B rasmi kposi 36inburyBanuce y 1,6, 1,3 Ta
1,7 pasu Bignosiguo. Ciin KORTpOMOBATY piBHI CHPONTIMYCY i PO3TILIHYTH MTUTAHHA TPO BiANOBIAHE
3HIDKCHHA 03 000X JiKapCbKHX [IpenapaTiB.

Hukmocropun (cydcrpar CYPIA4)

LIBHOKICTb | CTYMIHG BCMOKTYBAHHN cuponimycy 6y1H 3HadH0 36iablieH] LHKI10CIOPUHOM

Cuponimyc, 10 BROIMTLCA OfHO4AcHO (5 Mr) 1 uepes 2 rogmi (5 mr) i 4 ropunu (10 mMr) 7 '
seenchHa CsA (300 Mr) IpH3BOAHB 10 3Ginsuenia nokazuuka AUC cupommycy npngfm mﬁ na ¥
183 %, 141 % 1 80 % mianosigno. Biome CsA Taxkoxk nmodnauascs B 30inbILeHH] nol\az‘f/mﬁx thnﬂ
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i lnax CHpOStiMycy. [lin wac mpuiivanms 3a 2 rommiu 10 segenng CsA nokasHkn Con i AUC
CHpOILIMYCY He 3MiHHINCR. Pajosa 11038 CHpOIIMYCY He BILTHBANA HA (PAPMAKOKIHETHKY
HUKJIOCTIOPHHY (MikpoeMyMbcil) Y 3A0pOBHX A0OPOBOIBLIE 32 YMOBH OUHOUACHOID BBCACHHA abo
3 inTepBANOM 4 roZHI. PeKOMEHAYETBCH BBOAHTH TiperapaT PanamyH 4epes 4 rofuuu micns
LMKJOCTIOPHITY (MikpoeMynscii).

l'lcnopam.s-li KOHTPpaUentTien

KniRi4HO 3HauyILOT hapMaKOKiHETHYHOT B3aEMOMIT MK po3uiHOM Npenapaty Panamyh ais
nepopansHoTo 3acTocysanus i 0,3 Mr HoprecTpemy/0,03 Mr eTuHinecTpagiony He criocTepirasocs.
Xoua pe3ynsTaTH A0CNILKEHHS B3a€MOAIT 0QHOPA30BOT 1031 3 NEPOPAIBHHM KOHTPALETITHBOM
NPHITY CKAIOTE BIACYTHICTH GApMAKOKIHETHHNOT B3aEMOAIT, PE3YIbTATH HE MOXCYTh BUKIIOYHTH
MOXCTHBICTS 3MiH rapMaKOKIHETHKH, AKi MOXYTH BILTHHYTH Ha €PEKTHBHICTD MEPOPATEHOTO
KOHTPALIEITHBY ITiJ 4ac TPHBANOro JikyBanus npenapatosm Panamyn.

[Hui MoznEBI BRacMonil

TuriGiropn CYP3A4 MOKyTh 3HHKYBATH METAGOMI3M CHPONIMyCy 7 NiABKLLYBATH piBeHsL
cuponiMycy B kpogi. Jlo Takux iHriGiTopis Hanezkats nesHi npoTurpubKosi 3acobH (Hanpuknan,
KIOTPHMa30], QTyKOHA3OM, ITPAKOHA30M, BOPHKOHA30MN), NeBHi aHTHOIOTHKH (HANpUKIaL,
TPONeAHAOMILIMH, TELITPOMILIMH, KIAPHTPOMILMH), TieBHi THribiTopu npoTeas (Hanpukial,
puToHaBip, iHvHasip, Gouenpenip i Tenanpesip), HikapAuNiH, GPOMOKPHNTHH, UMMETHAKA

| AaHa3oIl.

Inaykropu CYP3 A4 MoxkyTsb 36inblyBaTH iHTeHCHBHICTE MeTaBoNi3My CHPONIMYCY W 3RIXKyBATH
piBeHE cuponiMycy B kpoBi (Hanpukna, 38ipobiil (Flypericum perforatum), NpoTHCYAOMHI 3acobu:
kapBamasenis, perobapbiTan, detitoin).

Xoua CHpONiMyc npUrHivye MIKpOCOMANbHI LMTOXPOMH TIEYiHKM JHOAMHU PONUHH Paso CYP2C9,
CYP2C19, CYP2D6 i CYP3A4/5 in vitro, ve OuiKy€TbCH, IO AKTHBHA pevoBHHa Oy ie TIPUrHIMYBaTH
AKTUBHICTD LMX 130()ePMEHTIB in Vivo, OCKUILKK KOHUEHTpaLil cHponiMycy, HeoSXiaHi mis
NpUrHiueHys, HAGAraTO BHILI, HUK Y NALICHTIB, SKi OTPHMYIOTH TEPaNeBTH NI 03U Npenapary
Panamy#. IHriGitopu P-gp MOXYTB 3MCHLIYBATH BIATIK CHPOSMYCY 3 KIITHH KMILIKIBHUKA

j1 miABMILYBATH KOHUCHTPALIIO CHPOTIMYCY.

Tpeitnd)pyToBHif Cik BINMBAE Ha MeTaboNi3M, onocepeaxoannit CYP3A4, Tomy cnin yHHKaTH Horo
BXHBAHHA.

hapMaKOKIHETHYHI B3aEMOAIT MOZKYTb CROCTEPIrATICA 3 1Y HKOBO-KHIUKOBUMH NPOKIHETHYHAMY
ApenaparaMH, TAKUMHA AK LIM3aUPHI | METOKITONpaMia.

KntiHiuHO 3HauyL1ol papMaKOKiHeTHYHO! B3aEMOALT MK CHPONiMYCOM i Oy Ab-AKOI0 3 TAKUX PEHOBHH:
AUAKIIOBIp, ATOPBACTATHH, THIOKCHH, PNIGEHIUIAMIA, METHILNPEANI30/I0H, Hideaunit, ApeHI30N0H
i TPAUMeTONPHM/CYILPAMCTOKCA307], He CIIOCTEpiranacs.

[ormvasniia mauicHTie ANTAN0ro BiKy

JlocnimkerHa B3aeMOAiT NikapehKkHx 3aco6iB 1IPOBOAWIHCS THLIE B TOPOCITHX IALHEHTIB.
4,6 PepruabAicTs, BariTHICTD i JakTauia

Kinku gitopogHOro Biky

Ilix wac Tepanii npcnapatom Panamyn i nporarom 12 TuaHiB nichs DPUOHHEHHA UPHAMAHHA __

. . . = o,
npenapary PanamyH ncodxiano sHKOPMCTORYBATY e)CKTHRAI MPOTH3ANTIAHI 32C00H ( AR KPaiing~y
&
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Baritnicts

Jani 1100 3aCTOCYBAHHA CHPOMIMYCY ¥ BaritHuX KiNok Hapasi oOMexkeni aBo moBHICTIO BIXCYTHI.
¥ xoai nocnimAess ua TapiiHax 0yna BUSBIeHa penpofyKIHBHA TOKCRYNICTL (IWB. posxin 5.3).
TTorenuiitHuit pu3uk ans monKEy vesigomuii. Tipermapar PanaMyn He MOiKIIA 3aCTOCOBYRATH 1117}, yac
BariTHOCTI, OKPIM BHUNIAAKiB naranbuol notpe6u. Tlin vac Tepanit npenaparos PamamyH i nporarom
12 TwkHiB MiCTA NPUITHHEHTU 3acTOCYBaHKS npenapaTy PamamyH HeobXigHO BHKOPHCTOBYBATH
eeKTHBITI IPOTH3ATUTIRHI 3ac06M.

3acTocyBANNE B MCPIOA IPYAHOIO BHFOJIOBYBAKNES

[Ticns npuiiMaHHa CHposiMycy, MiNEHOTO PafioaKTHBHIM i30TONOM, PANiOaKTUBHICTD BUOINIACTRC
B MOJIOKO LIYPiB, AKi rogytoTs. HeBigomo, ui npoHukae cuponiMyc y TpynHe Moioxo moacit. Yepes
MOXKITHBICTh BUHHKHEHIR NOGIYIIAX peakiiiii 111 BOAHBOM CHPOINMYCY B REMOBIST, AIKHX FOIYIOTh
rpynaro, TPYAHe BUrOAOBYBAHHSA CIIiA NPUITMHUTH MiA Yac JiKyBaHH4 MpenapatoM Panamyn.

Bruine ta penpoavkrusHy diyHKLO

V pesxux nauicHTIE, SKi OTPHMYRANU [ipenapaT PanamyH, CNOCTEPIranncs ropyweHis NoKa3sHUKiB
cuepmu. Y SUILIIOCTI BUNARKIB TICHS NPUITAHEHHS 3aCTOCYRAHHA Tipenapaty PanaMyH i edekTy
6ynu obopoTHuMH (IUB. pozain 5.3).

4.7 3pargicTh BITHBATH HA IBHAKICTH peakuil ni nac KepyBanwHs aBTOTPaRCIOpTOM abo
immaMB MexamizmayMy

Binomocreif moao BanuBy npenapaty PanmaMyn Ha 30aTHICTE KepyBaTH TPAHCIIOPTHHMU 3acobamy Ta
MpaLOBATH 3 MeXaHi3MaMK Hapasi Hemae. JJocnimKenHs BINBY Ha 30aTHICTE KepyBaTH
TPAHCHIOPTHUM K 3aCO0AMH Ta MPALIOBATH 3 MEXAHI3MAMH HE TIPOBOIMIIHCS.

4.8 Hebaxani asnma

[obiuni peakuii. 1o crHocTepiraoTyes Mia Yac npodiIakTHKH BIATOPrHEHNA Oprasa 8 pasi
TPAHCTUIAHTAUIT HUDEW

Ha#yactiummu nobivHnMi peakuismu (3yctpivaorecs ¥ > 10 % nauieHTIB) € TpoMOoLUHTONEHIS,
anemis, rineprepmis, rineprensis, rimoxaniemis, rinodocdaremis, indekuis CeHOBABITHITX WNAXIB,
rinepxojecreprHeMis, rinepriikenis, rineprpurnilepuieMis, 6ine & obnacti xHsoTa, nimdouene,
niepuepuunmii nabpak, 6inn ¥ cyrnobax, akHe, miapes, 61, 3aKper, HYAOTA, FOAOBHATH Bink,
MIJBWINCHHA PiBHA KpeaTHHIHY B KpoBl H MiABWILIEHHA piBHa rakTaraerigporenasn (JIOAT) y kposi.

YacToTa BUHHKHEHHS OyAL-AKAX MOGIuHNX peakuiil Moxe 30ims1yBaTies 3a 36116 e HAIM
3UTHILKOBOIO PiBHA CHPONIMYCY.

Harenenuii nmxue nepenik noGiunux peaskuyift 3acHoBanKif Ha JOCBLXI KNiHIYHHX JOCTI/DKEHB
i JOCBiAl BHKOPHCTARHS B NOCTpeecTpatlififoMy TIepioni.

3a cxcremHO-OpraunuMAi Kiacamu nobivHl peaxniy nepenivueHo MmN 3aronoBKamMy YacTOTH (KiNbKIcTs
TIALIEHTIB, ¥ SKHX, K OYIKYCTbCS, PO3BHHETRCH PEAKWifL), 3 BUKOPHCTAHHAM TAKHX KaTeropiﬁ' yXKe
vacto (> 1/10); wacTo (Bin > 1/100 go < 1/10); Heyacto (8in > 1/1000 a0 < 1/100); pigxo (Bin

> 1/10 000 go < 1/1000); HeBinoMO (HEMOXKAMBO OLHUTH 3@ HAABHUMY JAHUMH).

V wowHil myni qactori neGaxani peakuil npeacTasicki B NOPAAKY 3MEHLUIEHHS cepiio3HOCTI.

,-‘"'—"“"'
Bimpmicts nanicuTis npO\o,_umu NKVBAHHA 32 IMYHOCYMPCCHBHUMH CXEMaMH, 3Ki nmunt,uf{l a,‘:,f oy,
npenapat PanaMyH v noeHaHul 2 iHWHMN IMYHOACTIPECANTAMY. A "o
AnA e
" DOKYMEHTIE o

o
D

y L3
L VENKS: ﬁ

32



Cucredno- Ayae vacro (= 1/10) HacTo Hewacro (8ia > 1/1000 | Piako (Bix |Yactora nepizona
opranngii khac (sijt 2 1/100 no an < 1/100) >1/10 000 (He MOAHA
< 1/10) no BCTAHOBITH HA
< 1/1000) | mixciasi wassHnx
RAHNYX)
Indexuifini Ta [ucesonis; Ipudxosna  |Cercne; Kounir Clostridium
napasuTapHi iBgiexuix; BipycHa NiCNoHedPHT; difficile.
3AXBOPIOBARHA ingekuig; GakTepiainua |ToMeranosipycia | MikoGakrepianua
inexatis; inderiin ineruis; iHQiexiin (3okpema
APOCTOI0 repnecy; orepiaytouuil TyGepKyILos);
indiexilis ceOBHMRUIHMX |reprice, inexuin sipycy
IHERG cnpudnnermii Enwretina — bapp
aipycam BiTpsHO]
Bicny
Jobpoakichi, Hemenauomnnit pak | Jlimdoma*; snosxicua Helipocraoxpuana
3J0AKICH] T2 wkipn* Menaiomar: KapuHHOMa
HEYTOUHEH1 TIOCTTpaHcHAaRTauUifike wkipn*
HOBOYTBOPEIINA niMdornponideparnsie
(30KpenMa kicTH T2 IANBOPIOBAHHA
nosing)
Posznagy 3 6oky TpoMOGOTHTONCHIA; TenmoniTnro- Tanukronenis;
KPOBOHOCHOT aHeMIx: NelKoNenis ypemitnnbi TPoMBOTHYHA
i mistpatiunol CHH/IPOM; TpoMGotToneHivia
clicreM HefttponuHis nmypnypa
Poanany 3 Goky I'inepuyrmigicrs
iMyMROI cUCTEMH {30Kpema
AHTIOHCBPOTHUHHEA
HaOpAK.
NHAGIMAKTHYHA
peakuis
A anadizracroimis
peaxuig)
MeraGoniuni Ta Iinoxamicmin;
ATIMCHTapHI rinodocdaremis;
possany rinepaininemis
(3okpena
IinepXoacCcTCPHHEMIF);
PINEPrILKeMis;
rincprpuriitepueMin:
uykposuit giader
Poanaim 3 Goky Conossini Gine CrHapom
HEPBOBO! CHCTCMH 3BOPOTHOT 3aaHBOT
eHueanonarii
Poanans 3 Goxy Taxixapais TNepyurapaianuni
cepus BHIIT
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Cscremno- Aywuee uacto (> 1/10) Yacro (pin Heuacro (Bin Pinko (Bia YacTora
OPIraHHKi Kaac > 1/100 ao > 1/1000 po > 1/10 000 po | nesinoma (He
< 110) < 1/100) < 1/1000) MOAHA
BCTAUOBHTH
Ha nincrasi
HIRBHHX
MAHIMX)
Cymunsi poananys | Tineprenais; nishouene BeHosuu#t Jlisecaema
Tporbo3
(30kpema
Tpombaoz
rAHGOKUX BCH)
Poanasu 3 Goky Jlerenena Jlereuena ANbBeoaApHBil
pecuiiparopnoi cmBoais; KpOBOTEHA nporeitos
CHCTEMY, FpyaHol ITHCBMONIT?;
KTITKH Ta TUeBpaabRit
CCPEAOCTIHHA BMIIIT; HOCOBA
KpoBOTEdd
Po3naau 3 6oxy Bim y >»kuBOTI; 3aKpem; [Tankpeatut;

LITYHKOBO-
KHIIKOBOIO TPAaKTy

niapes: uyjora

CTOMATHT, acluT

Tenarobiniaphi

TMopytucHua pyHkuil neuinky

Teuinxosa

po3nann (30KpeaMa NIBMILEHHS PiBHR HEJIOCTATHICTEY
ananinavMinoTpanchepazu
fi nianmueRns pisus
acnaprataMinorpalichepasy)
Poanamm 3 Goky Bueun: syrpopuft RucHn Exchoniarusunit | Jlchkoumro-
uIKips Ta ACPMATHT KnacTHYRKHA
niawkipuot BACKYJIT
KAITKOBUHH
Poanaaw 3 Goky Aptpairis Ocreanexpos
OIOPHO-PYXOROTO
amapary Ta
CTOMY4HOT TRKAaHHHH
Posmaam 3 Soky lporeinypis HedpoThynish
HHPOK CHRAPOM (AHUR.
i ccuoBHBiHOY posain 4.4);
CHCTCMH (poxansio-
CCIMEHTApHHI
riaoMepynocknepos3*
Posnaau 3 Goky Nopyisenus menctpyansHoro |Kicra seynnka
CTHTEBOT CHCTEMH | MKIY (30KPEMa aMeHOpER
T8 MOSIOYHHN 327103 | it MCHaparis)
Aﬁft < ;g: "’Lar *
] T 5
% & ¥ o]
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i
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Crueresmyo-opranuui
whac

NMyawe uacro (> 1/10)

Yacro (pig > 1/100
o < 1/10)

Heunero (Bin
> 1/1000 zo < 1/100)

Piako (sin
>1/10 000 o
< 1/1000)

YacTora
Heniaoma (He
MOAHA
BCTAHOBUTH 1A
niacrasi
HAFBHHX JAHNUX)

3araneHi poIIANM Ta

Habpax;

pearuii y Miciy neprgrepuaRtit
BREJIEHHA wabpsk: nipexcis:
0ink; 1HOPYIIENNA
3arocHHs*
JlaGoparopui TMinvnuenns
LOCTIKEHIA nakTaraerinporenain

B KPOBi; NUIBHILCHHAA
KpearHHidy B Kpoui

* JIKB. pO3iN HIKYE.

Onuc oxpeMux nobiuuuy peariLii

InyHOCYTIpecia 30LTBIIYE CHPHITHATIMBICTE 0 PO3BHTKY JTiMGOMY Ta IHILHX 3N0SKICHAX

HOBOYTBOpeilb, 0cobIMBO Ha ILKIpi (AHB. pa3ain 4.4),

Cepen nawieHTiB, 8Ki OTPHMYBANH IMYHOACNPECAHTH, 30KpeMa npenapat PamamyH, noBigoMnsLnocst
1po BUNAAKH Hedpomatii, oR 13aHoT 3 BipycoM BK, a Takox npo sunagku nporpecyoyoi
MynbTOKAILHOT Nefikoenuedanonarii (TIMJI), non’a3aHoi 3 Bipycom Jhxona Kautinrema.

[ToBiaoMAIOEA 1IPO FeNaTOTOKCHYHICT. PH3nKk Moske 301bLUIYBaTHCR 31 3OUTHIICHHAM
3ANKITKOBOFO PIBHA CHpOniMycy. HaaXoRAn PiAKicHi MOBIAOMNCHHS NP0 JIETANbHHI HEKPO3
NEYIHKN 3 NIABHILEHHM 3AHIKOBHM PIBHEM CHPOJTIMYCY.

Bunagky iHTepeTHuiansiol XBopoGH JereHis (30kpema NHEBMOHIT 1 HevacTo obniTepyrounit
EpOHXIONIT 3 NHEBMOHIEW, WO opranizyeTses (BOOP), | nerenesnit $i06po3), nedxi 3 neTaIbHAMH
Hachinkamu, Ge3 Gyab-aKoi BeraHoB/eHoT indekLiHHol eTionorii CnocTepiranics y mauieHTis, SKi
OTPUMYBATH IMYHOCYTIpECHBHE JIIKYBaHHS BKJIIOUYHO 3 [IperapaToM PanamyH. Y neskHX BUMamKax
iHTepcTHLIANEHA XBopoBa NereHiB 3HHKAE NicAs NPUIKHENHS 32CTOCYBaHHA Npenapaty PanamyH
afo 3MeHITeRHs Horo 103H. Puank Moxe 36inbiuysaries 31 36iNbIISHHAM 3aIUIIKOBOrO PiBHA

CUpOJTIMYCY.

TTopigoMASIOCS PO TOPYINEHHSA 3aTOEHHS NiCHs TPAHCIUIAHTALI, 30KpeMa PO3XOKCHHY LIBIB
aroHeBpo3y, NicnaonepauiiiHy rpiKy i MopymeHHs aHacTOMO3Y (HAlIPUIUIa], paHi, CYIHH,
IHXQTbHUX [ITAXIB, CEHOBHBLARMX 1LIXIB, KOBYOBHUBIAHKX ULIAXIB).

Y neaKkux nauieTis, aki OTpUMyBany npenapaT Panamyw, CHOCTEPIraTHOS MOPYIICHHA NOKaIHHKIB
cnepmy. ¥ 6iNblIOCT! BHITAAKIB MTIC/S MPHITMHEHHS 32CTOCYBAHHS NpenapaTy Panamyr i eekTH
6ynu obopoTHHMH (aHB. po3ain 5.3).

V nauieHTiB i3 3aTPUMKOIO (YHKITT TPAHCTUTAHTATA CHPAAIMYC MOXKE BIJICTPOUYHTH BiJHOBIEHHA

(hyHELIT HHPOK.

OnHouacHe 3aCTOCYBAHHS CHPOIIMYCY 3 IHTiGITOPOM KANBLIMHEBPHHY MOXC 30IABIIHTH PHU3HK
nosex IKH-inoyxosanoro ['YC/TTIVTMA.

MosipoMnsnocs npoe GpokanbHUA cerMeHTapHINE MIOMEPYJIOCKIEPO3.

Takoxk NMOBIZOMAAIOCS NPO BHNAAKH HAKONUYCHHS PiAMIIA. 30KpeMa TiepHpepHUHHI HADPIK,

B AiTeM i nopocaux) vy maLieHTiR, SIKi OTPHMYBanK Apenapat Panasyn.
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Tlig uac gocnigeHHs 3 oUiHIOBaNA Ge3neusocti Ta e(peKTHBHOCTI NEPEXoay i3 3aCTOCYBaHH
MrGITOPIB Ka/bLMHEBPHHY Ha $ACTOCYBAHHA CHpOinyCy (uizboBi piBui cranoenan 12-20 Hr/mn

y MaiicHTiB, AKi OTPUMYBATH TATPHMYIONY 1CPAIIIO THCHA TPANCIANTALIT HUPKH, BIOIIOYCHHA 10
AOCTIHKCHEA 6YJI0 MPHIMHCHO B NPy natientis (n = 90) i3 BUXiAHOW0 WBKAKICcTIO kKnyBoukosol
biupTpanii merme 40 ma/xe (aug, posain 5.1)). ¥ uiif rpyni nikysasaxa CHPOAIMYCOM CIIOCTEPIraBCs
BUILMG piBer cepio3nIX NoBidNmX peakiiii, 30kpema NHesMOHIT, FOCTPOTO BITOPIHEHHS, BTPATH
TpancranTara $ JeTanbHHX Hacaiakie (n = 60, Mejannni vac nicns TpaHCIUIAHTALLT 36 Micauis).

ToBimOMMIAIOCA NP0 BHIIAAKH NOSBY KICT ACHHHKIR 1 MOPYIIEHHA MEHCTPYaiIbHOTO UHKIY (30kpema
aMeHOpelo B MeHoparito). TlauieHTiB i3 CHMATOMATHUYHIM KiCTaMH AEUHIKIB Cnia HanpaBiIATH U1A
Moaanpiuoro oberexeH . JacTOTa HOSBH KICT SEUHHKIB MOXKe GYTH BHILOKO B JKIiHOK

¥ FipeMeHOTIaY3i IOPIBHARO 3 KIHKAMH B NOCTMEHOMayY31. ¥ leskuX BUITa/KAX KicTH A€4HUKIB | Taki
[OPYLLEHHS MEHCTPYANLHOLO LMKITY 3HUKIN IC/S NPANMIEATA 3aCTOCYBaHIA Npenapaty Panamyu.

TTonvaailis nayicirmia AHTaHoro siky

KOHTpONbOBAHI KIiHI4HI NOCAIIUKEHHS 3 03YBAHHAM, IOPIBHAHHHUM i3 THM, AKe Hapasi f10Ka3ane il
BHKOPHCTAHHA Mperapaty PanasmyH y I0POC/IHX, He IPOBOAMIKCA B AiTell | NIITKIB MoOTTONIIE
18 pokie.

Ouiosanus 6e3neyHocT IPOBOAMIY NPOTATOM KOHTPONBOBAHOIO KIHIYHOTO AOCALIKEHHA 33
Y4ACTIO NANiENTIB Monome 18 pokis Micas TPaHCIUIaHTAUIT HUPKH 3 BUCOKMM IMyHONOTIYHHM
PH3UKOM, SKHil BU3HAMACTECA AK HAABHICTL B aHAMHe3] 01HOro aGo ekinbKoX eni3oiis rocTporo
BiITOprHeHHs ANoTpaHcIanTaty i (a60) HaSBHOCTI MIATBEPLAEHOI 23 AONOMOTOIO Gioncii HUpKH
XponiuHoi TpaHcrUiaHTallifiHol HedponaTii (aue. posxin 5.1). 3acTocysanHs npenapary PanamyH
y KoMOiHaUiT 3 iHri6iTopaMu KanbLUHAEBPHHY Ta KOPTUKOCTEPOIAAMHA CYTPOBOMKYBAIOCS
MiABMLCHHM PH3HKOM NMOTIipMmeiHs QyHKUIT HUPOK, NOPYIICHHAM PiBHA Ainiais y CHPOBATL Kposi
(30Kpema MiBHIIEHWM PIBHEM TPUIILEPHAIB i XOslecTephHy B CHPOBATL KpOBi) Ta inderuitvu
ceyoBusinnux mnaxis. Jocnigxkysata cxema nikyBanHs (TpHBaNe BUKOPHCTaHHA NPENapaTy
PanaMmyH y MoegHaHHi 3 iriGiTopom KanbLMHEBPHHY) HE MOKa3aHa JOPOCAMM naujenTam abo
nanieHTAM AMTAYOro Biky (A1s. pozain 4.1).

B iHwoMy ZOCnimkeHHi 32 y4acTio Hanientis y sitd 20 pokis i Mogoawe nicns TpaHcnaanTALIT
HHPKH, MPU3NAIEHOTO VIS OUiHIOBaHsS 6e3M1eYHOCTI NOCTYNOBOIO NPUIIHHEHHA Tepanii
KOPTHKOCTEPOTNAMH (NO4YHHAIOUK 13 WEGCTH MiCAUIB Niciia TpalcnianTauii) 3 iMyHOCYNPECHBHOI
CXeMH, 1HiLiHOBaHOT Ml Yac TPAHCTUIAHTALT, KA BKIOUANA iMyHOCYnpeciio B NOBHIH 031 9K
npenrapaToM PanamyH, Tak i iHriGiTopoM KaTbUMHEBPHILY B TOEAHAKHI 3 IHOYKLUIEIO NIpenapaToM
Gasmtikcumab, 3 274 prmoderux nauieHTie 19 (6,9 %), Ak NOBLIOMIANOCA, MATH
nocTTpaHcnnaHTaniisumii nimponponideparusuuit cuaapom (TITJIC). Tosinomnsnocs, wo cepen

89 narieHTiB, y AKMX 10 TPaHCIUIAHTAL{! BY/10 3apeecTPOBAHO CEPOHETaTUBHHIA CTATYC LIOA0 BipyCYy
Enwrreiina — Bapp (BEB), y 13 (15,6 %) possunysca TITJIC. Bix ycix nauienTis, y SKMX PO3BUHYBCA
IITJIC, 6yp meture 18 pokis.

HakonuueHoro nocBimy, Uio6 pekOMEHIYBaTH 3aCTOCYBaHHs NperiapaTy PanamyH RiTam i nigmirkam,
HemocTaTHLo (AHB. po3ain 4.2).

Hebaskani apuna. o croctepiraoThes B nauicuTia 31 CJIAM

BesneyricTh OLiHoBanacs B KOHTPONEOBAHOMY ROCNiKeHH] 3a yuacTio 89 nauienTis 3 JIAM, 3 axnx
81 namienT mMas CJIAM, a 42 nikysanncs npenapatom Panamyn (aus. posain 5.1). Mo6iuni peakuii va
nikapesKuii npenapar, Akl crocTepiranics B navientis 3i CJIAM, sinrmosigain BiGOMOMY Npodiyro
e3neyHOCTi NpenapaTy 3a NOKa3aHHAM NpodinakTHKK BLITOPrHEHHS OpraHa B pasi TpaHcnaaHTanil
HHUPOK, 4 12KOK LOBIZONIULOCH 11PU SMEHIUCHHS Bark 3 GiNbluoio YacTOTOIO BUHUKHEHHR MpH
aacTocyBanHi Npenapaty PanamyH nopisHaHo 3 nnauebo (dacto, 9.5 %, i wacto, 2,6 %). ey
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TlosioMienna fipo nigoapopani nobivni peakiii

TTorinomiients npo minoapiopati nobiuni pearuii micna peectpaltii NiKApCHLKOro 3acoby € BAKNMBOIO
nponenypoto. Le aae smory 3aificarosay GesrnepepBHuit MOHITOPHHT CITIBBIAROLIEHNS KOPHCTI T&
PH3MKY 33CTOCYBAHHS JiKAPChKONO 3acoby. MeHTHIX TIPaIliBHIKB TPOCATE NOBIAOMASTH TIPO By Ib-
AKi nigo3prosani HoGiuni peakitii 3a fomoMoroia HATHOHANLHOT CHOTOMH 3BITHOCT, yKa3aHol

5 Hoatky V.

4.9 Hepenosypanns

Hapasi HakonuueHnil 10€Bi WORO NEpelo3yBanHs € MiHiManbEMM. B 04#0T0 NalicHTa CTaBes
enizon $i6punanii nepeacepaw nicns npuiiManns 150 Mr npenapaty Panamys. 3aranom, nobivui
ABHLUA MEPEIO3YBAHHA BIAIIOBINAIOTL NEPENIMEHHM ¥ po3zini 4.8. Y Beix BHMazikax Nepefo3yBaHHA
CJ1i[1 pO3MOYHHATH 3arasibHi NIATPHMYIOU] 3ax0nn. Buxoasus 3 HE3LKOT PO3MHHHOCTI Y BOAI

if BHCOKOTO piBHs 38°a3yBanHs npenapaty Paramyn 3 6inkamu ePUTPOLIMTIB 1 TUIa3MM KPOBI,
nepeafauaeTbes, WO nperiapat PanaMyH He TacTbes mianizy B Gyan-sKiil 3naunii Mipi.

3. GAPMAKOJNOITYHI BIACTHBOCTI
51 @apmakoanuamitui BIACTHBOCTE

dapMakOTepalleBTHYHA IPyNa: IMyHOCTIDECAHTH, CeseKTHBHI IMYHOAEMPECAHTH, KO AHATDOMO-
TepaneBTHUHO-XiMiuNoT kacudikauii (ATX): LO4AAILD.

CuponiMyc NPUrHIYYe aKTHRALIIO T-KNITHH, CIPUYKHEHY BinsILicTIO CTHMYNIB, GNOKYIOUH KalbLUiH-
3aIexKHY i KANBHi-HE3UIOKHY fIepeady BHYTPilHbOKIITHRHOTO CHTHATY. HocnigxeuHs nokasany,
11O FOrO BIUIUB OMOCEPEAKOBAHMIT MEXAHIZMOM, BLAMIHINM Bl MEXaHI3MY UHKIOCTIOPHHY,
TakpoiMycy Ta inmmx iMyHoaenpecantis, ExcriepuMenTaibii gami CBiIMATE PO Te, M0 CHPOAIMYC
3B’ AIYCTHEA 31 CCLADIYHIM UNTO30ABHNM DUTKOM FKPB-12 i mo xommuiexc FKPB 12-cuponimyc
npHrHivye AKTHBALIIO MilneH] panaMiuAiHy B kriTHaax ccasuis (mTOR), KiHa3H, KPHTHUHO BAKITHBOL
JUISL PO3BHTY KIITHHAOTO LUKITY. [puraivesns mTOR npuzeonuTs 40 G10KyBaUHA JICKINILKOX
crieuubiuHMX WgXis nepegadi curraty. KifueBHM pesynbTaToM € NPHUTHIGeHHS aKTHBALIT
NiMQOLITIB, WO NIPHIBOIMTH 0 IMYHOCYIIPECii.

Y TBapHH CHPOIIMYC Ma€ NPAMHH BIUIME HA axTuBauio T-K1iTHH | B-KIITHH, DpHrHidyioun
iMyHOOTIOCEpEAKOBAH] peaKuii, Taki SK BIATOPIHEIHS anoTPAHCIUIANTATY.

JIAM xapaxrepusyerscs iHiIBTPaLo JIeTeHeBol TKAHHHA i3 rmagKoM’ 230BMMM KNI THHAMH, 100
MICTSTb IHAKTHBYIOUI MyTauil reHa KOMIUTeKcy TyOepKy1b03HOr0 CKAepo3y (TSC) (JIAM-xatiTuau).
Brpara dysxuii rena TSC akTusye curHaibHAN WIIAX mTOR, 1o NPU3BOAHTS 10 KITITHHHOT
npontidepanii Ta suBUIbHeHHA AiMdanrioreHHux GAKTOPIB POCTY. Cuponisyc npurHidye
axTaBoBannii wisx mTOR i, Takuy ysmom, npoaidepatito JAM-kaiTHH,

[{nisivunl loc/igkesHa

Tpadhiaarmurd GIOMOPSHEHHR GpaH

TIaIEHTH 3 UM3LKMM | CEpeHiM iMyHONOTiUHIX PH3HKOM 6yl BHBYEHI B JocnijkeHHi dasu 3

3 eniMinauil MKI0CTIOPUHY it NiATpUMYIO4OT Tepanii npenapaToM PanamyH, sike BK1IO4AN0

NMALEHTIB, AKI OTPHMYBAIH ANOTPAHCIVIAHTAT HUPKH BiJ AOHOPA TPYMHOT TKAHHHH 260 xHBOro

poropa. Kpim Tor0, 6yN0 BKTIOUECHO PEUMITIEHTIB 3 MOBTOPHOK TPAHCIUIAHTALIEIO, Y AKHX

foTIepe T TPAHCTAAHTATH BIKIIM IPOTATOM It MeHue 6 MicaLis micns TpaHCTUIAHTALIN,

3aCTOCYBAHHSA LIMIJIOCTIOPHITY He MPUITHHSNY B NAINEHTIB 3 eMi30aMH FOCTPOTO BIATOPTHEHHAEE 0w,
3 crynens 3a bandid, aki Gynu zanekui Big mianizy. y AKUX piseHb KpeaTHHIHY B CHPOBATIHY
nepesriysas 400 mxmonp/t abo B akuX Oysia uenocTaTis dbyiHKUL HIPOR, WO He JlaBi
MOMUTMBOCTI MPHITMHMTH 3aCTOCYBAHNA LMKJIOCTOphaY, auienTH 3 BUCOKIM imyms.rmz:ﬁn

i
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PH3UKOM BTPATH TPANCIUIAITATA 11¢ Oyu ouineHi B 10CTaTiit KITLKOCT] B AOCTITACHHAX
3 CAIMITAIIT HHKAOCTIOPHHY f NiATPHMYI090] Tepanii npenapaTtom Pananyn, i 1 ne
PEKOMEHZIOBAHA Us CXEMA JIKYBaHHs.

Yepes 12, 24 ta 36 nicAniB NOKAZHUKY BIDKHBARHY TPAHCILIAHTATY T4 l1aUiedTiB 6y1H 0JHAKOBUMHU
s obox rpymn. Yepes 48 MicAuiB CnocTepiranacs CTATHCTHYHO 3HAMYLIa Pi3HHIA Y BHKHBAHHI
TPAHCIIANTATY HA KOPHCTH TPYNH Npenapary PamaMyH micns enimMinauil uHKIocnopuyy nopisHAHO

3 FPYNOI0 NipenapaTy PanayyH 3 TCPamieto HUKIIOCHOPHHONM (BKIHOUHO 3 NALIEHTAMY, 3B’ 130K 3
AkuME 6YB BTpaYerWii ANg NoxanbLLWory cnocrepexesns, i 6e3 mix). [IporaroM nepiony micss
pagaomizanii 70 12 MicsuiB y rpy1i eldiMinauil LKIOCHOPHHY YacTOTa [EPUIOro MATBePIKEHOr0
Gioncieto Binropryerus 6y:a 3HauHO BUILOKO 8 rpvni enmiMitauil UAKNOCNOPHHY NOPIBHAHO 3 TPYTION
3 I'll)ITpH’M)'IO‘IOlO Tepanielo UHKNOcHopHiom (9,8 % nopisnsno 3 4,2 % sinnosiano). Ilicas usoro
PI3HHLA MiX OBOMA TpynamMi He Gyna 3HauyI0L0.

Cepezis po3paxoBasa WBHAKICTL k1yGoukosoi pinsTpanii (LKD) vepes 12, 24, 36, 48 i 60 micauis
6yna 3na4HO BHIOIO B NALIEHTIB, KI OTPUALYBan: npenapat PamamyH mic1s eniMinauii
HKJIOCTIOPMHY, HIXC Y HALICHTIB ¥ rpyni JiKyBaKH# npenapatoM PanaMyH i3 nviaocnopunomM. Ha
niacrasi aHanizy gapux 3a 36 Micauis i Ginblue, AkMit NOKA3aB 3pOCTAIOMY PISHHUIO Y BHKHBAHMI
TpaHCONAHTATY i HUPKOBIH QyHKLUIT, @ TAKOXK 3HAYHO HIDKYMIT apTepiams A TMCK Y Ipymi esiMiHaLiT
HKAOCTIOPHHY, BYI0 BUPINICHO TIPHNHHKTH YYACTh ¥ JOCTIAACTHI TPy Teparii IpenapaTtom
PanamyH i3 1uxnocnopusiom. Ha 60 micaup 4acToTa 3109KICHIHX HOBOYTBOPEHB, HE NIOB’A3ARMX 3i
mKiporo, Gyma 3HAYHO BHIILE B CPYTH, 00 NPOLOBAYBAIA 3aCTOCYBAaHHS HHKIIOCIOPHHY, TOPIBHAHO

3 PPYIOI0, B SKill 3aCTOCYBaHH LMKiiocnopuny 6yno npununeno (8,4 % nopisusno 3 3,8 %
ianmoeinwo). 11lo cTocyeThea MEAIAHHOTO Yacy 0 Mepuiol NOSBH KAPIMHOMH LIKIPH, BiH 3HaUHO
361inbIIHBCS.

BeaneyHicTs i edeKTHBHICTE fIepexoxy 3 iHribiTopis KanbUMHEBPHHY Ha npenapaT PanamyH

y MAUIEHTIE 3 NIATPUMYIOUOO Tepanicio micas TpaHcnnanTanil Hrpku (6—120 Micanis micna
TpancnIaHTauil) CLiHIOBANAacs B paHAOMI30BaHOMY 0araToueHTPOBOMY KOHTPOIBOBAHOMY
mochimkenti, crpaTudikoBaHoMy 3a pospaxynkopoto LIIK® ua suxianomy pisHi (2040 mn/xs
nopisHAHO 3 noHaa 40 ma/xs). CynmyTHi iMyHOCYNpecaHTH BKJIIOYAIH MIKO(PEHOIATY MOpeTHI,
a32TIONPHH 1 KOPTHKOCTEPOiNH. BRmoueHHs B IPyIy MaLieHTiB 3 BHXiAHI0 po3paxosaHoo 1K
Hucye 40 M/xB 6ys10 NnpHNMHEHO Yepes Ancdanakic aul 6eznexu (aus. posain 4.8).

Y rpyni nauiedTis 3 BUxinHOw pospaxoBaHow LLIK® enine 40 mn/xB dyHELif HUPOK Y LLTOMY He
nokpaluunacs. YacTora rocTporo BiATOprHeHHs, BIPaTH TPAHCIUTAHTATY TA JAETANLHUX HAC/IAKIB
Oyna ogHaxoBoio vepes 1 i 2 poxu. [oGiuni peakuii, 110 BUHHKANH NiA Yac MiKyBaHHA, yacTile
CTIOCTepiranies MpOTATOM MEPUIHX 6 MicALiB Micas nepexoay Ha 3acTOCYBaHHA Npenapary PanaMyH.
Y rpyni 3 suxignoio pospaxosanolo IIIK® suwe 40 ma/xp cepenye i meaiaHHe CHiBBIAHOWEHHA
Hinka 8 ceul it kpeaTuHiHy OYJIH 3HAYHO BHILE B Py Nepexoay wa npenapat PanaMyn nopisHsuo

3 MauiesTaMM B IPYI NPOJOBKEHHS 3aCTOCYBaHHs IHTIDITOPIB KaNbUWHEBPHAY Yepes 24 Micall (IUB.
pasnin 4.4). Takox 6y/o 3apeecTpoBaHO nepule BHHKHKHEHHS Hedposy (HePPOTHURHEA CHHAPOM)
(nuB. po3nin 4.8).

Yepes 2 pOKH HaCTOTA HEMENaHOMHHUX 3OAKICHUX HOBOYTBOPEHb LIKIPH OyJ1a 3HAUHO HHKHOKO

B TPYII, 10 Nepeiiluna Ha npenapaT PanaMyH, NOPIBHAHO 3 MPYTION0, B AKIH MALEHTH NPOROBKYBAIH
Tepanilo iuriGitopanu kansitespmiy (1,8 % i 6,9 %). ¥V niarpyni gocnizsicyBaHuX NALIEHTIB

3 sxianoio 1HK® suute 40 ai/xs 1 HopMmanbHOW ekekpetiero Ginka B cevi pospaxyHkosa LITK®
Gyna BHIOIO uepes 1 i 2 poKH B nauwienTis, sKki nepeliuy Ha npenapar Panamyn, HbK Ang
BiAMOBIAHOT MIATPY M MALIEHTIR, FKi NPOSOBKYBAIN NIKYBAHHI THMGITOPOM KATLUHHEBPHHY .
UYacroTa TOCTPOro BiATOPTHEHHSA, BTPATH TPAHCNNAHTATA i TETAILHKX Hacniakie Gyna cxoxomw, asie
exckpewis 6inka B ceul 6yna 36inpwena B TPy gikysamia npenapartoM PamamMyH wWiel marpymH.

. = B = E 0 . . .
He cnocrepiranocs Oy Ab-sIKOT 3HAUYLLOT PI3HHLL Y GyHxuii neviuku vepes 2 pokH mia HaC HTORL),
it
paH'[O\n';onauoro TIOPIBAAALLOMO BAraTOUSHTPOROTO ROCTIKCHHS 328 YYACTIO HallieH rupnt%rma e 1
TpaHLHJlaﬂldU.ll HHPKH, ARl a0o NCPENO NN i3 3ACTOCYBAHHSA Tal\pDIH\I} CY Ha 3acToc QJH

NOKYMEHTIB
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cHpostiMycy depes 3-S5 Micsuis nicius TpanciUianTaui, a60 NPoNORAY B 3ACTOCOBYBATH
Tagpomimyc. Byno Gimsie noGiunnx peakuiii (99,2 % nopisusto 3 91,1 %, p = 0.002*) i Ginvure
RHNTAAKIB IPHITMHEHHS iKyBatHa ucpes noGiani peasuii (26,7 %o nopisiano 3 4,1 %, p <0,001%*)

y rpyni, WO nepeiina 1a CHPOMIATYC, NOPIRHAIIC 3 IPYNOI0, AKa NpHiMana Takponimye. Hactora
miaTeepaKenioro 6ioncico rocTporo pixTopraei A Syia BrLe (p = 0,020%) y nauiedTis y rpyni
cupomimycy (11, 8,4 %) nopisusno 3 rpynoto Takpodimycy (2, 1,6 %) TpOTATOM 2 POKiB; Gi/TbLIICTL
BiATOPTHEHDb MANIO jierkuii CTyniub TaxkocTi (839 (89 %) ITBI'B, onocepeakoBake T-KniTvHamn, 2
3 4 (50 %) IIBI'B, onocepenxopate aHTHTIIaMH) Y rpyTi cuponimycy. Tauienrs, y axux 6yno sk
OrIOCEpEKOBAHE AHTHTINAMH BIATOPrHeHHS, TaK i onocepeakosate T-kniTnHamu BLATOprHEHHA NIl
yac onmiei # Tiel caMof Gionicii, BpAXOBYBAIHCA OMMH pa3 ANIA KOxKHOI kareropii. Y Ginsiwocri
fAWieHTIB, ki nepeHn1 Ha CHPOsIIMYC, BIIEPIIE PO3BHHYBCR 1Ly KPOBHH niaber, AKHHA BH3HAYAETHCA
ax 30 anis a6o 6inpute noctiiinoro abo xe Menwe 25 auis Gearrepepsioro (be3 nepepan)
BUKOPHCTalHs 6yab-1KOro npoTiaiabeTntHoro TikyBanus nicas panaoMizanit, piBeHb rIIOKO3M
naruiecepue > 126 Mr/an abo pisens raioko3m He natutecepue > 200 Mr/an nicns paunoMizaiii
(18,3 % nopieusaHo 3 5,6 %, p = 0,025*). Hivkya 4acToTa ITOCKOKJITITHHOTO paKy WKIpH
cnocrepiranacs B rpyni cuponimycy (0 % nopisnsno 3 4,9 %). * IMpusiTia: p-3Ha9EHHA He
KOHTPOMIOKThCA JULS 6araTopa3oBuX MOPiBHAHb.

V 180X GAraTOUEHTPOBMX KIIHIMHUX AOCHIDKERHAX NAUIEHTH (icis TpaMcrinaHTauii HUpKH de novo,
AKI OTPHMYBANH CHPOiMYC, MiKopeHonaty Moderun (MM®), KOPTHKOCTEPOIAH Ta AHTATOHICT
peuerrropa inrepnedikiny 2 (1J1-2), manu 3nauto BHILl NOKA3HUKKM FACTPOrO BIITOPrHEeHHs Ta Gk
BHCOKHi1 piBEHb CMEPTHOCTI MOPIBHAHO 3 NALIEHTaMY, AKi OTPHMYBAAN nridiTop KATBELUHHEBPHHY,
MM®, KOpTHKOCTepOiaH Ta aHTaroHicT peuentopa Ul-2 (aus. posain 4.4). dywxuis Hupox 6yna
KpailoIo B rpynax JiKyBaKHa cuponiMycoM de novo be3 iBriGiTopy KankUMHEBPHHY. B oxHOMYy

3 OCHiIKeHE BHKOPHCTORBYBAIACA CKOpOYela cxema 103yBaHHs fakmizymasy.

Tlin Yac paHZOMI30BAHOrC NOPIBHABLHOTO OUIHIOBAHHA 32CTOCY BAHHA paminpumy # nnauebo nna
Mpo(iNakTHKy NPOTETHYPIT ¥ NALIEHTIB 3 TPAHCIUIAHTATOM HUPKH, IEDEBCICHHX 3 inribiTopis
KaJIbUHHEBPHHY Ha CHPOITIMYC, CTIOCTepiranacs PisHHLA B KinbKOCT nauicHTis 3 IIBT B nporarom
52 tixknis (13 (9,5 %) nopisusHo 3 5 (3,2 %) sinnosimio; p = 0,073). ¥ naLicHTIB, AKI DOYamu
mikyBaHua paminpuiiom 10 mr, gactora [IBI'B 6yna suwmoio (15 %) nopisHaHO 3 nauieHTaMH, AKi
noyany AiKyBalHs paminpwiom 5 Mr (S %). BinbiicTs sixToprues Biafynaca NpoTATOM NEpUIAX
[UeCTH MicaniB nicas nepexofty it Gymna Nerkoro CTyHeHio THKKOCTI; PO BTPATH TPAHCILIAHTATY nia
Yyac ROCAiDKEHBA e NoBifoMIaaocA (Ius. po3zin 4.4).

Tauicimu 3i enopadunust nishanzioneiiomionamozom (C/AM)

IpoTsrom paHaoMi30BaHOTO NOABIHHONO C/IINOro HaraTOUeHTPOBONO KOHTPONLOBAHOIO
[OCIKERHA DPOBOJMITH OUIHIOBAHAA 6e3MeuHOCTI i eheKTHBHOCTI npenapary PanamyH mozno
nikypanns CJIAM. ¥V usomy nocaigpxenni mopisHrosann npenapart Panamyn (no3y noBEIEHO KO
5—15 ur/mn) 3 nnatebo npoTsrom 12-MicsTHOTO MepiofLy NiKyBanHs 3 NOAANBIINM | 2-MiCATHHM
TepMiHOM fica cnocTepexxeHys 3a nauientamu 3 TSC-JIAM abo CJIAM. Bicimaecat nes’a1b (89)
nauienTis 6yI0 BROYEHO B 13 ROCHIZHULIBKUX USHTPAX Y CLUA, Kanagzi Ta SInonif, 3 AkMX
81 nauient mMas CJIAM; i3 uux nauientis 3i CJJAM 39 Oyno paHaoMmi30BaHO /13 OTPUMAHHA
wiaue6o i 42 — [u1s oTpHMaRnis rpenapaty Panamyn. Kio4osHMH KPHTCPIAMH BRIIOYCHHA 6ymu
obcar $popcoBaoro BHAMXY Hicas npuitManHa Gpouxoaunararopy 3a 1 cexyuay (ODB1) < 70 % rig
TPOrHO30BAHOTO Mif YaC Bi3UTY Ha BMXiaHOMY pisni. Cepen mauienTis 3i CJTIAM BKUTIOUEH] TIALEHTH
M NOMIPHO 3aMy(lieHe 3aXBOPIOBAHHA NereHiB 3 Buxiamum O®B1 49.2+13.6 %
(cepeae + CTaHAAPTHE BIAXHAEHHA) B IPOTHO30BAHOI0 3HaueHHs. [lepBHHNOIO KIHUSBOIO TOUKOMO
6yma piaHAIS WBHAKOCTI 3MiH (Haxwry) 32 O®BI. IlpoTsrom nepiofy MKyBaHHA B nauieHTia
i CHIAM cepeaniti naxun ODBI + CB cranosns —~12 £ 2 st ua micaus y rpy wianebo i 0,3+ 2 M
Ha Micaus y rpyni npemapaty Pamamyn (p < 0,001). AGcorotna pisHHLLA MK TPYIIAMH LLONO
CepeNHbOTO NOKA3HHKa 3MiHM OMBI nporaron nepioay MiKysaHH: craHosiia 152 mi, a00 __urmocse,.
npudnusHo |1 % cepearboro OMB1 Ha MOMEHT BKIIOYEHHA 10 AOCAITIAKEHNHA. _jﬁ&‘\‘ wPBAINg
&

39



117

[opisuano 3 rpynoio naauebo s rpyni CHPOJIIMYCY CTIOCTECPITATOCH NOAIMUCHHS MOPIBHAHO

3 BUXUUIAM PiBHeM 70 12 Micsuis 3a NOKaIHHKaMH GOPCOBANOT AHTTCEOT eMHocTi nerenn (1243
nopieHaHo 3 7 % 3 M1 Ha Micans pianosimpio. p < 0.001). smicty daTopy pocty eHaoTenio cymn D
y euposaril (VEGF-D: 8,6 £ 15,2 HOpisHAmno 3 853+ 14,2 mr/mn Ha Micalb BIANOBIAHO,

p < 0,001) i ouinoBanHg SKOCTI XKUTTH (BIIYATLHA AHATOTORA HIKANA — sricts arTa (VAS-QOLY):
0.3+ 0,2 nopisnano 3 0.4 £ 0.2 Ha Micsus sianosiano, p = 0,022) | thy HKUIOHANBHIX
xaparepuetir (—0,009 = 0,005 nopistaHo 3 0,004 0,004 na micaus signosiguo, p = 0,044)

y nanientis 31 CJIAM. 3naunnx BiaMiHHOCTEH MK TPYDIaMI B UbOMY iHTepBai B 3mini
(yHKIGOHANBHOT 3ATHINKOBOT eMHOCTI, MCTANUIT 6-XBHIHHHOT X0ab0H, Andy3iiiHol 3aaTroCT
Nerexb N0 MOHOOKCHAY BY1/ieo abo TIOKA3HHKA 3aTaILHOTC CAMOTIOWYTTS B nauienTis 3i CJIAM ne
6yrno.

Tloryaslia NauieHTie AMTAY0Tr0 BiKY

OuimnroBanss npenapaty ParamyH NPOBOAHIM NPOTAIOM 36-MICATHOTO KOHTPOTLOBIHOTO KIHIYHOTO
LOCHikeHHEs 33 YHacTIo NatienTis Monoaute 18 pokis nicas TpacruianTaLlii HUPKH 3 BUCOKUM
iMYHOJIOTIMHHM PU3HKOM, SKHil BU3HAUAETLCA K HAABHICTL B aHaMHesl onHoro abo JeKuLKox
eNi30/iB FOCTPOro BiATOPrHeHHA ajoTpascnaanTary i (abo) HAABHOCT] NATBEPLKEHOIO 34
AONOMOT0I0 GiONCiT HUPKH XPOHIHHOIO TPAHCILIAHTALITIHOIO nedponatii. anicurs nosunui Synn
otprMyBaTH nperapar Panamys (1inbosi KOHLICHTPALLT cHpomtiMycy Bisi 5 1o 15 ur/mn) y NOEAHAHHI
3 iHFIGITOPOM KALLWHEBPUHY H KOPTHKOCTEpOiaamy 200 OTpUMyBaTH iMyHOCYTIPCCiIO HA OCHOBI
iuribiropa xansuuHeBprHy 6e3 npenapaty Panamys. ['pyna npenapaty PanaMyH He 3Moraa
TPOEMOHCTPYBATH TEpEBary HaX KOHTPOILHOIO IPYTIOLO 3 TOYKH 30pY NEepUIOi MOSBH
nigTBEpIKeHoro GIONCiclo rocTPOro BIATOPTHEHHS, BTPATH TPAHCILIaHTATA abo netansHUX
wacnigkis. ¥ koxniit rpymi 6y710 3apeccTpoBalio Mo OIHOMY JIETANLHOMY BHNANKY . 3acTOCyBaHHA
npenapaty Panamyn y komBinauii 3 iHriGITOPaMH KATBLMAICBPHHY TA KOPTHUKOCTEPOINaMHE
CYNPOBOIPKYBATOCS MABHUIEHAM PHSHKOM MOTIpLICHHS (yHELT HUPOK, NOPYIICHHAM PiBHA Nimiais
Y CHpOBATLI KPOBI (30KpEMa MiABHILCHUM PIBHEM TPH rITLERMIIEB | 3aranbHOI0 XOMeCTEPHRY

B CHPOBATLI KPOBi) T4 IHGEKIIAMI CEHOBUBLINMX HUIAXIE (AMB. posnin 4.8).

Henpuitsstro Bucoka wacrora [TTJIC Gyna simsHatena s KNiHIYHOMY OCTLLKEHH] TPAHCTIIaHTALL
¢epest MALIEHTIE JIUTAYOTO BiKY, KOTH JITAM i mianiTKaM BROMMIM MOBHY A03Y penapaty PanamyH
11a 04TOK 0 IOBHHX A03 iHIiOiTOpiB KanbUHHEBPHAY 3 GaaunikcuMatoM 1 KOPTHKOCTEpPOIAAMH
(aus. po3nin 4.8).

V peTpoCneKTHBHOMY OTJIAAI BEHOOKIIO3AHOT xBopoOu (BOX) neuiHky B NALIEHTIB, K1 NEPEHECH
Mic0abnaTHBHy TPAHCTUIAHTALIKO cTOBOYPOBHX KNITHH 3 BHKOPHCTAHHAM uuknofochamizy

if TOTANBHOTO OMPOMIHEHHA TiNa, ¥ NMALUEHTIB, 9Xi OTPHMYBANK Npenapar Pananys, cnoctepirany
migemeny yactory BOX neuinky, ocobn1Bo 32 yMOBY 0AHOYACHOIO 32CTOCYBAHHS METOTPEKCATY .

5.2 dapmaKoKiHeTHKA
Binbury 9acTHiry 2aranbHol iHdopmauii woeao bapMaKOKIHETHKH Oy 10 OTPUMAHO 3 BHKOPHCTaHHAM
pO3YHHY Npenapary Panarmyn Ui nepopaibHoTo 3acTOCYBaNHA, LA iHpOpMaLlist KOPOTKO BUKIALeHa

Ha MOYaTKy po3ainy. [Hopmauis, aka De3nocepeHbo CTOCYEThCH nixapcrkoi Gopmu TadNETeK,
KOHKpPETHO y3arafibHena B po3aifi «TabneTka A1 nepopajibHOTO 3aCTOCYBAHHAN.

PosuymH U1 epopankioro 3acTOCYBaHuA

[icna npuitMaHHs po3unHy npenapary PanamyH /1A 1icpOpaNbHOTO 3aCTOCY BAHHA CUPOAIMYC
LIBMIKO BCMOKTYETECS, 32 TAKOT YMOBR Hac J0CATHEHHS MAKCHMAITBHOT KOHLEHTpauii CTaHOBHTB
| ronuHy B 310pOBHX 10GPOBOTBLIB, AKi OTPHMYIOTh Pa3oBi H03H, i 2 rONMAY B NALIEHTIB 3i
CTABLTLHIAMM HHPKOBHMH AIOTPAHCILIAHTATAMH, SIKI OTPUMYIOTh ASKUIBKA AO3. CrcreMHa
AOCTYNHICTL CHPOAIMYCY B HOCHAHHI 3 OMNOYACHO PHAHATHM LHKIOCIIOPHAOM ((‘:lnﬂi/ﬂ!ﬁ?;rﬁ
cranopuTy nipubansuo 14 %. Ilia yac NOBTOPHOro 3aCTOCYBaliA CEPEAHA KOHLCHTPA i enp@isryey
B KpoBi 36iUIbyeThea npubmisio srpuyi. Kinuesnil tepion HaniBBUBEAEHHA B nati gjn

Lilxa B
OOKYMEHTIE
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CTaBinbiiM TPAHCILIAHTATOM HHPKH TS NpHAMAiS 5araTOPa3oBHN NEPOPAILIHX A0S CRNAB

62 + 16 roaun. Onnak eCKTHBIDGT Nepioa HAMIBBIBCAEHHA KOPOTIIH, 1 cepefiHi piBHOBAKHI
koHuerTpalii Symm gocaruyTi uepes 5-7 auis. Bianowenns kposi a0 nnasm (KAT) 36 srasye ua e,
LIO CHPOJIIMYC [IHPOKO PO3MOAITICTLCA Y GOpMENi eneMeHTH KpOBIi.

Cuponimyc e cyberparonm ax ans uuroxpomy P450 HLA4 (CYP3A4), Tax i ans P-ruikonporeiiry.
Cuponimyc inTeHcnBHO Merabonisyersea yepes O-neMeTHIIOBARAS ¥ (a60) rigpokcumonanus. CiM
OCHOBHHUX MeTaBOoNITIB, 30KpeMa IAPOKCHALOBAHHHA, N1EMETHILOBAHHK | riApOKCHIEMETHNBLOBAHUIL,
iZeHTHOIKYIOTLES B LiibHiM KpoBi. CHPOITIMYC € OCHOBHMM KOMTIOHCHTOM Y UNBHIA KPOBi MOAXHA
# BinmoBizae 3a 6k Hisk 90 % iMynocynpectsiol akrusHocTi. [licns oarOpasoBoro NpuHMaHHA
cuponimycy (HC) KiLHIMHO 310POBHME A0OPOBONLILAMM Ginwma vactuna (91,1 %) panioakTHBHOCTI
BUBOJIMTLCSA 3 KANOM, § JIHILE HE3HAUHA KINhKICTD (2,2 Y) BHBOANTHLA i3 CeHelo.

KinbkicTh nauieHTin cTapuie 65 pokis y KIIRIYHMX QOCTiIKeHHAX npenapaty Panamyit e Gyna
JOCTaTHBOIO, OO OLIHKTH Pi3HHWIO Y BIANOBIAI NanienTis Ui€l BIKOBOI TPYITH Ta MOTOAUIHX
nauientie. JiaHi 1010 3aTHIIKOROT KOHUEHTpaLii cuponiMycy B 35 MANIERTIB Tichs TpasennaHTawi
HHpK# y Billi cTapue 65 pokis Gynu Nogi6HAMY 10 AaHMX Y HOPOCROT Fpy1TH (n=822)Bix 18 no

65 pokiB. X

Y OaumicHTIE ARTAYNOro BiKy, AKi nepeGyBAI0TH HA Jiaii (FHHKEHHR MIBHIKOCTI KITyGOUKOBOI
Pimprpauii na 30-50 %), y sikosomy Aianasoni gin 5 10 11 pokin i Bia 12 10 18 pokis, cepeare
HopManizoraue 3a Macoro Tina auauerns CL/F Gyno Giaviue B AiTei MOIOAUIOrO BIKY

(580 Ma/roV/kr), nixk v aitedl crapmoro siky (450 Ma/Toa/Kr), NOPIBHAHO 3 AOPOCIHMH nauieHTaMH
(287 Ma/roa/kr). BinMiHHOCTI MDK OABME y BIKOBMX IPYNax Gynu 3HQHHMA.

KoHuenTtpauis cuponiMycy BHMipioBanacs B A0CTIIKENHAX 3 KOHTPOILOBAHOIO KOHUEHTPALIE0
B MALICHTIB IMTAYOrO BiKy, AKi NEPEHEC/H TPAHCIUIAHTALIIO HUPKH, AKI TAKOXK OTPHMYBAIY
UAKIOCTIOPHH i KopTHKOcTepoind. 1]inbosHi NOKa3HKK 3ANHILNKOBOT KOHIIEHTpaLil CTRHOBHE
10-20 ur/sn. Y piBroBakHOMY cTaii 8 aireil y Biui 6-11 poxis oTpHMyBasm cepe/ni = CB ao3n
1,75 £ 0,71 mr/mody (0,064 + 0,018 mr/kr, 1,65 +0,43 Mr/v?), a 14 mianiTkis y Bini 12-18 poxis
oTpumMypamu cepeani + CB no3n 2,79 £ 1,25 Mr/no6y (0,053 + 0,0150 mr/kr, 1,86 + 0,61 MT/M%),
V Monowusx Aite#t 6yno Ginbin BUcOKe HOpMailizoparie 3a parow suadenHs CL/F (214 M/roa/kr)
MopiBRAAG 3 ninniTkamu (136 M/roa/kr). Lli AaHi N0Ka3yOTs, WO AN AOCATHEHHA aHaNOrYHHX
LiNBOBHX KOHUEHTPAWIH MiTAM MOTOAWIOTO BiKy MOXYTE 3HaR00HTHCA OibLI BMCOK] 103K

3 MOMIPABKOIO Ha MACY Tina, Hik TANTKAM | ropocans. Oanak po3pobKa TaKKX cneuianbHUX
pexoMenanii Wogo N03yBaHHs A4 niTeii BuMarac 6Ol KINEKOCTI JaHWX 118 OCTRTOYHOIO
OiATBEPIKEHILA.

V mauienTis 3 nopyinensaM GyHIIT NedinKy 1erkoro Ta cepelHboro CTynens TmxkocTi (A a6o B 3a
xnacudixaicto Yaitnna — [T'10) cepeani snavern AUC i ty2 cuposlimycy Gynu sbiutsicHi Ha 61 %

i 43 % pianosinHo, a 3Havenus CL/F 3suusnnocs Ra 33 % NOpiBHAHO 3 HOPMATEHUMH 30POBHUMH
A06pORONLIAMHK. Y NAUIECHTIB 3 NOPYLEHHIM Gyl eviHKY THKKOTO CTY MeHst rsoxkocti (C 3a
xnacudixaniero Yaitnaa — I1'10) cepeani snavenns AUC i tin cuponimycy Gyiu 36insineni na 210 %
i 170 % signosinso, a 3navenns CL/F 3au3mwiocs Ha 67 % MopiBHAHO 3 HOPMANBHHMA 310POBHMH
noGposonbusmy. Tpusaniluuii nepion HaniBBHBENEHHS, LUO CIOCTEPiracThCA B nauieHTiB i3
nopyteHuAM QyHKuil newiiky, 3aTPHMYE ROCATHEHH PIBHOBAKHOIO CTAHY.

MdapmasokineTH Y/ QapMaKoINHAMIMH] 3ATeRHOCTI

dapmaroKiHeTHKa cupoliMycy 6yna noaibHoto B pisHAX noMnyALiAX. BOAHOUAC QYHKUISA HUPOK
BApIIOBANA Bill HOPMANLHOT 10 BiACYTHBOT (NALIEHTH HA Aianisi),

Tabnerka And MEPOPAIILHOIO 33CTOCYBAHHA

Cuax. O13e, TabneTkn 1o 0,5 Mr B exsiBaIEHTHIH KITLKOCT] HE MOBHHHI BHKOPUCTOBY
TabneTok 1HLOro O3y BAITHS.
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V 370pOBHX A00POBO/ILUIR CEPEIHs CTYTIHB GiopocTynHOCTT CHPOAIMYCY MICA BECICHIA
0IHOPAz0BOT 403K TabneToBaHOT sikapepkoi dhopsmu npubimano na 27 % pime NopinHAHO

4 POIYMHOM UTA MCPOPATBHOTO JUCTOCYBAHA, Cepeane suageiis Cuw 3HH3HIOCH HA 35 %,

A CPEHE IHAMCHHA Ly, 30ibLINAOCA 1A 82 Y. Pistnut & GioIocTymHocTi Gy1a MEHI HOMITHOLO MiA
qac PiBHOBAKHOTC BBEAEHHSA PEUMNICHTAM HHPKOBOTO TPAHCANANTATA, 4 TepanesTHHA
CKBIBAICHTHICTD 612 POIEMOHCTPOBANA B PAHAOMIZ0BAHOMY nochimwikenni cepen 477 nauienTis. 3a
YMORH NEPEBECHAA NAHieHTIB 3 POITHHY JULL NEPOPATILHOIQ 3aCTOCYBAHHA Ha TabneTrM
PEKOMEHILYETBCA BEOAMTH Ty X 103y H nepeBipaTH 3WTHIIKOBY KOHLICHTPAIIO CHPONIMYCY Hepes3

1-2 TwxHi, WoO MEepeKOHATHTA, L0 BOHA 3aHIIACTLES B PEKOMCIIIORAHHX UNMBOBHX gianazoHax.
Kpim Toro, 33 ¥YMOBH IEPCBEICHIA 3 TabneTok oaHicl KoHteHTpaLi Ha TabneTku iHwol KOHUEHTpaLkii
PEKOMCHIIYETLCA NEpeBipKa 3aTHILKOBHX KOHLICHTPaILi#.

Y 24 310poBHX 106POBOMBLIB, AKi OTPHMYBALH tabaerky npenapary PanamyH 3 Kei0 3 BRCOKHM
gmicros #pis, BentuuAn Crg, tmay 1 AUC nposieMonceTyB2JIH 3GinsuIcHns Ha 65 %, 32 %123 %
BinnoeiiHo. LIlo6 3BeCTH [0 MiHiMYMY BapiaGeibHICTb, Tabnerkn npenapary PanaMyH ci1ia
mpuiivaTy nocTiiino abo 3 Hreto, abo Ge3 Hell. I peindpyToBNil Cik BILIHBAE HA METAGONI3M,
onocepeaxosanuii CYP3A4, Tomy Cifl YRMKATH HOT0 BXXHBaHHA.

KonuenTpauii CHpoTiMycy micns NpuiAMaHHs TabneToK npenapary PanamyH (5 Mr) 3A0pOBHMH

N0BpPOBOBLAMY Y BUTRAAI Pa20BHX 103 € nponopuiHHAMA 1031 Bia 5 no 40 mr.

KinbKicTb naitichTie crapure 65 pokie y KIHHIMHHX AOCHIDKCHHAX TIpeTapaTy PanamyH He Oyma
NOCTAaTHBOIO, WO OUIRKTH Pi3HHLIO Y BIANOBIAL MalicHTID i€ BIKOBOT TPYNy T4 MOJIOALIHY
nauienTie. PesynbraTy 2actocybanns Tabnerok npenapary Pananmys v |2 nauientis

3 TPAHCIUTAHTATOM HHUDKH CTApILC 65 pokis Bynu noxibui g0 PeayJILTATIR Y AOPOCAMX NAUiEHTIB
(n=167) y siui 8in 18 no 65 pokie.

Houamxosa mepanis (8i0 2 0o 3 micsiyie nican mpancrianmaiit). Y 61bLUIOCT] TatieHTIB, AK
OTPMMYIOTH TABACTKH Mpenapary PanamyH 3 BaBaHTLAYBAILHOIO 1030I0 6 MI 3 TOAWIBLIOKD
HMOYATKOBOD [TATPHMYIOUOIO JI030K0 2 MF, 327 MIIKORI KOHLICHTPAUiT CHPONMYCY B Lkl KpOBi
[IBMIKO JOCArAIOTH PiBHOBAKHHUX 3HAUCHL Y PEKOMEHI0BAHOMY uinkoBoMy mianazodi (Bin 4 0o

12 ur/mn, xpomartorpadivuit ananis). DapMaKOKIHETHYHI NapaMeTPH cuporimycy nicna ob6oBux
103 tabnerok npenapary PamamyH 2 Mr, WO BBOAATLCA B KOMBIHALHT 3 MIKpOEMYIbCiEO
upKiocopuHy (3a 4 roZuHM N0 TabNeTok mpenapary Panamyw) i KopTHKkoCTepoinamMu y 13 maieHTiB
3 TPaHCIUIaHTALIEIO HUPKHL, HA NIACTABI NaHKX, 3i0panux depes 1 i 3 micaui nicns TpaHCIAAHTAUIT,
6y TakuMi: Crinss 7,39 £ 2,18 ne/Ma; Craxss 15,02 4,9 ur/Mit; tmas,ss 3,46 £ 2,40 rog; AUC:s

230 & 67 ur-rog/sun; CL/E/WT, 139 + 63 Ma/rog/kr (napamMeTpn pozpaxoBani 3a peayapTaTami
adanizy PX-MC/MC). Bionosinni pesy/bTaTd [t pO3HMity UIR TIepOpabHOTO 3aCTOCYBAHHA B TOMY
x kiiniasomy nocaiakerHi: Cainss 5,40 £ 2,50 nr/ai, Cronnss 14,4 = 5.3 HE/MI, tinan s 2,12 % 0,84 ron,
AUC. 194 + 78 ur-ros/sn, CL/F/W 173 £ 50 ma/rop/xr. KonuenTpauii CHpoJIiMycy B UTbHIA
KPOBi, BAMIpAHi 33 IONOMOT010 PX/MC/MC, nocTORIpHO KOPENIOBanHr (rr=0,85)3 AUCqss.

3a MAHHMH CTIOCTEPE/KEHITT 3d BCIMA NallieHTAMHA B TIEPiOA CYTIYTREOT Tepanii UHK/IOCIIOPMHOM,
cepenni (10-it, 90-it npouenTiuis) 3aAMIIKOR] (BHPAKAETHCS Y BHIAISA 3HAUEHD, OTPUMAHHX METOIOM
xpomarorpaditHOro ananisy) anauenns i 106081 103 ciianu 8,6 =+ 3,0 ur/ma (8in 5,0 oo 13 ur/mn)
12,1+ 0,70 mr (8in 1,5 a0 2,7 mr) piznosinuo (nue. posain 4.2).

Hiompumyrona mepania. 3 3 no 12 MicqIb flicna NPUITAHEHIA NPHIMAHHA WHKTOCNIOPUHY cepenHi
(10-i, 90-i npoueHTHIb) Sa/IMINKOB] 3HAMEHHS (BHpAKEH] Y BHIASAI 3H2UEHb, OTPUMAHMX METONOM
xpomaTorpadiuHoro aHanizy) i 2o00Bi 103K CTAHOBUNK 19 + 4.1 ur/an (sin 14 no 24 ur/vm) i

8,2 + 4,2 Mr (Bia 3,6 no 13,6 mr) einnosiano (ans. poanin 4.2). Orxke, 1033 CHPOMIMYCY f:_»; i

NpHENM3HO B 4 PasH BHILOK, LD BPaXyBaTH AK pincyTnicTu GapMaKoKiHCTHIHOT as;u-:%iﬁ:faw vy, %
UMKAOCTIOPHHOM (2-KpaTHe 301L1bIICHHS), TaK i nocnneHy notpeby B iMyHonenpecarig’ a‘_.f.f‘ ¥ 2
a . - ¥oa

BiACYTHOCTI LUKIOCHOPHHY (2-KpaTiie 30iNbLUeHH:). /-

T
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Himdanrioneitomiomaros (JIAM)

¥ xniniuHOMy JOCHifKeHIl 3a yHacTio nauienTis 3 JIAM mejianna 3anuwkosa KOHUEHTpAaLiA
cHpoNiMyCy B UDIbHIT KpOBI Yepes 3 TusKHI 3aCTOCYBAHHS TabNeTOK cupontimMycy B 1031 2 Mr/goby
cTanoBwna 6,8 HI/MN (MiXKRapTUIBHMIG Aiatason Bia 4,6 g0 9,0 ur/mn; n = 37). Y pasi konTpomo
KOHUEeHTpauii (HiNLoBi KOHUEHTpaLi Bifl 5 A0 15 Hr/MIT) MeflianHa KOHUEHTPaIs cuponiMycy B KiRui
12 Mmicsuie aikyBauna craHosnna 6,8 urimn (mixkBapTHnsHuit dianason Bix 3,9 go 8,9 HI/MIT;
n=37).

53 Jokniniagi nani 3 GesnevHoCTi Npenapaty

Tlo6iuni peaxitil, Mo HEe CNOCTEPIraaucs 8 RIHRIYHNX DOCTUDKEHHX, ajle CII0CTepiranucs y TBapuil
32 YMOBH PiBHIB BILIMBY, CXOKMX 3 PIBHAMY KTIHIHIIOr0 BOIUBY i, MOAUIHBO, MAIOTE BiZHOWIEHHS A0
KJIHIYHOTO 3aCTOCYBAHNSA, Gy TAKHMH: BAKyONi3allis OCTPiBLEBHX KIITHH NiAULTY HKOBOI 3A1I03H,
JlereHepallis KaHANbILB ACYKa, BHPA3KH L1TYHKORO-KHLIKOBOTO TPAKTY, IEPENOMH KICTOK i Mozoni,
KPOBOTBOPEHHA B NewinLi i gocdonininos nerems.

CuponiMyc He NPOSBMB MYTArcHHY Jifo B aHaili3i GaxrepiansHoi 380poTHOL MyTauii in vitro, ananisax
XPOMOCOMHHMX aBepauiit K1iTHH S€UHAKIB KHTAKCHKOMD XOM’sKa, aHanii MyTaui KIITHA NiMPOMH
smuIlli abo mikposaepHOMy ananisi in vivo.

JloCTiIKEHHS KaHLEPOreHHOCT], IPOBE/IEH] Ha MHINAX i UIypax, NOKa3amy NiXBHILEHY
3aXBOPIOBAHICTD Ha NiMGOMHM (camui A caMuLi MUILLEH), TENATONENFONAPHY aACHOMY H kapLUHHOMY
(camlii MyLedt) i rpaHynOUMTaPHUI NefiKo3 (caMuui Muwieii). BioMo, (o MOXKYTh BUHHKATH
anoAKicHi HOBOYTROpeHHs (imMdoma), BTOPUKHI N0 BIAHOLWIENHIO A0 XPOHIMHOIO 3ACTOCYBAHRA
iMyIONenpecatTiB, i B PLOKICHHX BUNAAKAX PO HHX NOBIIOMIIANIOCS B NAUIEHTIB. Y MHLIeH
361MBLIYBANTHCS XPOHIUHI BHPasKoB] ypakeHHA WKipK. 3MiHA MOXKYTH GyTh nos’s3aHi 3 XPORIUHOIO
iMyHocynpecicio. ¥ Lypis aacHOMH IHTEPCTHLIANBHUX KILTHH RE40K, AMOBIpHO, CBIiAYHITH ITpO
BHAO3ANIEXAI peaknii Ha piBHI JTOTEIHI3YI040r0 rOPMOHY i 32381yl BBAXKAIOTBCS TAKHMH, 110
MaloTh 0OMexceHe KITIHIMHE 3HAYEHHs.

V JOCTIIDKEHHSAX. PeNpOLyKTUBHOT TOKCHHHOCT CTIOCTEPIranocs 3HIKEHHA (epTIIBHOCT B caMUiB
wypis. ¥V 13-TIDKHEBOMY JOC/IHKEHH] Ha ULypax 0Yno 3apeccTpOBaHO YACTKOBO 060pOTHE 3HUKEHHA
KiZIbKOCTI CIICpMAaTO301AiB. Y AOCHINKEHHI Ha LypaX i HA MaBNAX CIOCTEPIraNUCs 3MEHILEHHA Bark
240K i (a60) ricTomoriuni ypaskenna (Hanpwiuaa, TyOysspHa arpodis i TyGynspui riraHTehki
wiiTHEH). Y UIypiB CHPONiMYC CHIPHYHHHB eMOPIOHAIILHY TOKCHUHICTD | (PETOTOKCHUHICTS, fKa
NpOABNANACA B CMEPTHOCTI it 3HIKEHHUI BATH U101 (3 BIIMOBIAHOIO 3aTPUMKOIO OKOCTEHIHHS
kicTska) (AME. po3ain 4.6).

6. OAPMANEBTHYHI XAPAKTEPUCTHUKH
6.1 Cnucox AONOMDKHIUX PEYOBHH

Aapo rabnerTkn

MOoHOTIOpAT JaKTO3H.
Makporon.

Creapar Marnito.
Tanbk.

O6ononka TabaeTn

Panamva 0.5 mr, TabaeTkn. BKDHTI 080I0HKOIO
Magxparon.

Momnooneat rajuepany.

@®apMaLCBTHYNA M3y p (uieiaax).
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Cysngat kamsiito,

MikpokpHcTATiNIIA Le0n03a.

Caxapo3a.

TuTary giokcua,.

Bapsrik 3amiza okeua xoethii (E172).
Bapenuk 3aniza oxcun kopiunensii (E172).
[Tonoxcamep 188.

e-Tokodepon.

TosizoH.

Kapuay6Gcbknit sick.

®apba mns ApyKy (Imenak, OKCHA 3ani3a YepBOHHIL, nponinesraikons (E1520), koHueHTpoBAHUH
pO3uMH aMiaKy, CHMETUKOH).

Panamyn | Mr. TadneTici. sxpuTi 06010HKO0 .
Makporon.

MoHoosteat FTilepony.

dapmauesTiaHa r11a3yp (emTax).

Cynbdar xansuito.

MIKpOKpHCTaNliTHA LENIoN03a.

Caxapo3a.

Turany niokeua.

Honokcamep 188.

o-Toxodepoi.

[ToBinon.

KapnayGorpxuii BicK.

®apba an9 YKy (10enaK, OKCHJI 3aMi3a YepPBOHHIA, npominerraikos (E1520), kouuenTpoBanni
pO3UHH aMiaKy, CHMETHKOH).

PanamyH 2 Mr. TabAeTKH. BEPHTI 0G0I0HKOIO
Maxkporon.

Mosoosnear rniuepomy.

dapmaues™uHa rnasyp (LICnaK).

Cynedar xansuito.

MiKpoKpHCTaIiMHA [EI0N034a.

Caxapo3a.

Turany mioxcun.

Baperuk 3aniza okcup xosTuii (E172).
Bapsk 3ani3a okcha kopHunesHi (E172).
TTonokcamep 188.

a-Tokogepo.

TlosigoH.

KapuayGerkaii Bick.

®apba ana npyKy (LDeNaK, OKCHA 3ani3a 4epBOHH, nponimenarnixons (E1520), KOHUEHTPOBAHHA
PO3YHH aMiaKy, CHMETHKOH).

6.2 Hecymicaicts
He 3actocosyeTnes.

6.3 Tepmin npagaTnocTi

- ~ 1 Sl
Panamyn 0.5 mr. rabieTku, BKpHTI 000J0HKOWO ﬁa‘: ..Z"\a
2 pOKH. & matﬁ;m‘,)_ 3

{ﬁ.l.“z,ff’ 2\a
67:." nOKyMEHTIR & ::3
8o il
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Papamyvi | s, tafuerkn, srpptl ofononkolo

3 poxH.

Panamvi 2 mr, 1abacign. BRPUTI 00010HKOK
3 poxn.

6.4 Ocobnnsi 3anobizkui 3axoan nix wac 3bepiranns

36epirata 3a TeMriepaTyp He rvuie 25 °C.

36epiraiiTe GnicTep Boepeniti KapTOHHOT KOPOBKH 18 3aXHCTY Bi CBiTNA.
6.5 Tun i BMicT NepBHILOT YHAROBKI

Tpozopi amomiriesi Gaictepi ynakosku 3 nonisininxaopuay (IIBX)/nonietuneny
(TIEYnonixaoprpudtoperuneny (Aclar) rio 30 i 100 tabnerok.

YV npoaaky MOXYTh 6y TH YNakoBKM He BCIX PO3MIpiB.
6.6 Ocobansi3anobbKKi 3aX0AN MOKO YTHIIART

By e-aKHii HEBUKOPUCTAHMI JIiKaPCLKHI 3acif | BIAXOMM CNia yTHNIZYBATH 3riAHO 3 MICOEBAMH
BMMOIaMy.

7.  BJACHHMK PEE€CTPAUIMHOI'O TOCBITYEHHSA

Komnanis Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Benkria

8, HOMEP(-W) PEECTPAIIITHOT O(-HX) ITOCBIAYEHHS (MOCBIIYEHD)

Panamyvy 0.5 s, TabieTkn. BRpUTI 00010HKOI0
EU/1/01/171/013-14

Panasyn 1 Mr, Tabnerky, BRPHTI 060N0HKOID
EU/1/01/171/007-8

Panamve 2 mr. Tabnericu. BRPUTI 050JI0HKOW

EU/1/01/171/009-010

9. JATA OTPMMAHHA IIEPIIOIO PEECTPALIITHOI'O
NMOCBIIYEHHA/TIOAOBXEHHA TEPMIHY YHHHHOCTI PEECTPAIIITHOT O
INOCBIYEHHA

JlaTa oTpUMaRHs IEpUIOro peecTpauiiinoro noceigueuns: 13 6epesusa 2001 p.
JlaTa ocTaRHLOTO TOAOBXKEHHS TepMiHy Iii peecTpauiiiHoro noceiguenns: 13 Gepesua 2011 p.

10. JATA OCTAHHBOT'O IIEPEL'JIANY TEKCTY

Hetanbua indopmaiis npo ucH nikapeskdii 3aci6 noctynua wa sebcakTi €B})oncﬁuxy;ﬁ,?;ﬁ?p}1'rgj;

i o e ne T Meavs " 2 uH <
3 IKApCLRMA 3ac0018: hllp./www cima.curopa. eu. AR LM DA
Pt UZO le (27/60(‘/6 .‘If/-‘."-l}J : L i\
[ h‘ .

L3
g -
i pa g
Blss DNOKYMEHTIB ;a

1
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SATBEPI’KEHO
Haxkazom MiHicTepcTBa 0XOpOHH
300pOB’s YKpaiau
04.02.2022 Ne 229
Peccrpaniiine MocBixIeHHA
Ne UA/19100/01/01

3MIHHU BHECEHO
Haxazom MinicrepcTBa 0X0pOHE
3;(091103’51 Yxpainu

A0 02 AOLE e 36F
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THCTPYKILisl TIPO 3aCTOCYBaHH: JTIKAapChKOTO 3aco0y, BHKIANEHAa MOBOIO OpHUTiHATY
(MOBOIO, BiIMIHHOIO Bill JEpKaBHOI) 3aTBEpIKEHA BiIMOBIIHO A0 HOPMATHBHUX
BUMOT Kpaity 3asJBHHKA/BUPOOHHUKA

3asiBHHK, Ipaiizep Eita. Ci. I1i. Koprmopetimn, CILA /

Kpaina:

Pfizer H.C.P. Corporation, USA

Bupo6uuk, Ildaiizep Menrodexaypurr [oianeHn I'm6X, Himeguuna /

KpaiHa:

Pfizer Manufacturing Deutschland GmbH, Germany

(nepeunne ma 8mopurKe NaKyéaHHs, MmeCmyeania npu 6UNycKy ma 8unpobysanHs.

cmabinvHocmi, eunyck cepii)

Hoso Hopumick IMponaxus Ipnasuis Jlimiten, [pnanmis /
Novo Nordisk Production Ireland Limited, Ireland

(8UpOBHUYMBO MA MECMYBARHA NPU BUNYCKY NPOMIJICHOZO NPOOYKMY CUpPORIMYC

Hanocucmemu OUCNEPCHOT)

Taitzep Ipnannis dapmacproTikans AnmiMires Kowmnani, Ipmanmis /
Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland
(mecmysanns cuponimyc Harocucmemu OUCNEPCHOT, BUPOOHUYMEO in bulk;

nepeunHe ma MmOPURHe NAKYEAHHA, MECIYBAHHA NPU BUNYCKY Ma 6UnycK cepii)

Mdaiizep Tak., CLIA / Pfizer Inc., USA
(eunpobysarnus cmabinenocmi)

Panamys / Rapamune®
Tab1eTKH, BKpHTi 06070HK0I0 110 1 Mry 6icTepax Nel0x10
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Prospecto: Informacidn para el usuarlo

Rapamune 0, 5 mg comprimidos
? recublerloa*
Rapamunﬂ mgﬂwmprim!dos

Rapamune 2 m?;tomprimldos

‘sifolimus:-

Lea todo el prospecto detenidamente antes de

empezar a tomar este medicamento, porque

contiene Informacidn importante para usted.

— Conserve este prospecto. ya que puede tener
que volver a leerio.

- Si tiene alguna duda, consulte a su medico 0
farmacéutico.

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

- Bi experimenta electos adversos, consulie a su
médico o farmacéutico, Incluso si se lrata de
oafectos adversos que no aparecen en este
prospecto. Ver seccion 4.

Contenido del prospecto

1..0ué es Rapamiine y. para qué se ltiliza’ . ]

Rapamune contiene el principio activo sirolimus,

sommmmm (US pertenece al grupo de medicamentos
s jarominadcs inmunosupresores. Le ayuda a
_ controlar su sistema inmune corporal después de
_1--:: haber recibido un trasplante de rifdn.

Rapamune se usa en adultos para impedir el

e 611220 de los riftones trasplantados y

normalmente se usa junto con otros medicamentos
inmunosupresares denorinados coricosteroides, e
inicialmente (los primeros 2 a 3 meses) con
ciclosporina.

Rapamune también se usa para el tralamiento de
pacientes con linfangiolelomiomatosis esporadica
(S-LAM) con enfermedad pulmonar moderada o
deterioro de la funcidn puimonar. La S-LAM es una
enfarmadad pulmenar progresiva rara que afecla

___nrincinalmenta a mutares anedad fédit. Fl sinfoma

© Reacciones alérglcas

Debera acudir a su médico inmedIiatamente si
presenta sintomas como hinchazén de cara, lengua
ylo fondo de !a boca (faringa) y/o dificultad para
respitar (angioedema), o descamacion de la piel
{dermalitis exfoliativa). Podr(a fralarse de sinfomas
de una reaccién alérgica grave.

© Danio renal con bajos recuentos sanguingos
de células (ptrpura trombocitopénica/
sindrome hemolftico urémico)

Cuando se toma con medicamentos denominados
inhibidores de la calcineurina (ciclosparina o
tacrolimus) Rapamune puede incrementar el riesgo
de un cuadro que combina dafe renal con bajos
tecuenlos sanguineos de plaquetas y glébulos
1ojos, con o sin irritacién de la piel (plrpura
trombocitopénica/sindrome hemolitico urémico). Si
experimenta sintomas como moratones, erupciones
de la piel, camblos en 1a ofina, cambios de humor o
cualquier olro sinloma que considere grave, inusual
o prolongado en el tismpo, péngase en contacto
con su médico.

© Infecciones

Rapamune disminuys los mecanismes de defensa
de su cuerpo. Como consecuencia, Su CUBIPO no
sard tan bueno coma solla luchando conlra las
infecciones. Por lo tanto, si esta tomando
Rapamune, puede coger més infecciones de lo
habitual, coma infecciones de la plel, boca,
estémago e intestine, pulmones y tracto urinario
(ver listado mds abaja). Debe contactar con su
médico si experimenta sintomas que considera
graves, inusuales o prolongados en el tiempo.

O Frecuencia de efectos adversos

Muy frecuentes: afectan a més de 1 de cada
10 paciantes

— acumulacion de liquidos alrededor del rfidn

- hinchazén del cuerpo, incluyendo las manos y
los pies

~ dolor

~ flsbre

~ dolor de cabeza

- aumento de la tenslon arterial

- dolor de estémago. diarrea, estrefimiento,
nduseas

- disminucién det nimero de gldbulos rojos,
disminucién del nimero de las plaquelas

- aumenlo de las grasas en sangre {colesterol y/o

triglicéridos), aumento del azticar en sangre,

disminucidn del polasia en sange, disminucion

del féstoro en sangre, aumnento de la lactato-

deshidrogenasa en sangre, aumento de la

creatinina en sangre
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s it de a & LAM es a difiuliad para

respirar.

2, Qué necesita saber Anles de empezar a

lomar Rapamune. . ST e
© No tome Rapamune:

_ si es alérgico a sirelimus 0 & cualquiera de los
demas companentes de esie medicamento
(incluides en la seccion 8).

© Advertencias y precauciones

Consulte a su médico 0 jarmacéutico antes de
empezar a tomar Hapamune.

— Sitiene algln problema en el hiagado o ha lenido
alguna enfermedad que pueda haber afectado &
su higado, informe & su médico ya que esto
puede determinar I dosis de Rapamune gue
racibe y puade ser molivo de que se lg realicen
olros analisis de sangre.

~ Rapamune, como olros medicamentos
inmunosupresores, puede teducir st capacidad
para combalir las infecciones y puede aumentat
el riesqo de desarrollar céncer en los lejidos
finfoides y en la piel.

_ S tiene un (ndice de masa corporal (IMC) por
encima de 30 kg/m?, puede presentar un mayor
rigsgo de cleatrizacién anormal de las haridas.

- Si ysted est4 considerado como paclente con alto
riesqo de sufrir un rechazo renal, por gjemplo si
se.somelid a un lrasplante previo que rechazo.

Su médico la realizard pruebas para controlar sus
nivelas de Rapamune en sangre. También le
realizard pruebas para centrolar la funcion del
fifién, para medir sus niveles de lipides (colesteral
ylo triglicéridos) en sangre, y posiblemente &
funcién hepalica, durante l \ratamiento con
Rapamune.

uexposidMalamsolmya!amUVdebehnam
cubriéndose la piel con ropa y usando un prolector
solar con elevado factor de protecaidn, debido &l
incremento del rlesgo de padecer cancer de pieh.

O Nifios y adolescentes

La experiencia sobre el uso de Rapamune en nifos
y adolescenies menares de 18 affos de edad es
limitada. No se recomienda & LSO de Rapamune en
esta pablacion.

© Toma de Rapamune con olros medicamentos

Informe & su médico © farmacéutico sl estd
tomando, ha tomado recianiemente 0 podria tenet
que tomar cualquier olro medicamento.

Algunos medicamentos pueden interferit con Ia
accibn de Rapamune Y, por kanio, podria necesilar
1in ajuste de dosis. En particular, debs informar a
<u médico o farmacéutico sl esta tomando
cualquiera de los siguientes medicamentos:

— gualquier otro medicamento INMUNOSUPTESOr.

_ antibidticos o medicamentos antifingicos usados
para tratar infecciones, por ejemplo, claritromicica,
eritromicing, telitromicing, troleandomicina,
fifabutina, clotrimazel, fluconazol e ltraconazel.
No s recomienda lomar Rapamune junto con
ifampicina, ketoconazol 0 voriconazol.

- cualnuier medicamento usado para la tensidn alla
o para problemas del corazdn, Incluyendo
nicardipino, verapamilo y diltiazem.

- medicamantos antiepliépticos, incluyendo
catbamazeping, fenobarbital y feniloina.

— medicamentos utilizades para al tratamiento de
Cleeras u otros problemas gastointestinales,
tales como cisaprida, cimetiding 0 metociopramida.

_ bromecriptina {utilizada en el {ratamignto de [a
enfermedad de Parkinson y varics lraslormos
hormonales), danazol {utilizada en el tratamiento
de traslomos ginecoligicos) o inhipidores de la
proteasa (por ejemplo, para VIH hepatitis G tales
coma filonavir, indinavic, becepreviey telaprevir).

— Higrba de San Jian (Hypencum perforatum).

- uLw; ue dicuidiioned

- acné

- infeccién del traclo urinario

_ neumonfa y otras infecciones bacterianas, virales
y fungicas

_ disminucion de las células de |a sangre que
luchan conira tas infecciones (globulos plancos)

- diabetes

_ anomallas en las prusbas que miden 12 funcion
del higado, elevacicn de las enzimas del higado
AST yio ALT

— erupcion en la piel

— elevacion de las proteinas en aring

_ Irastonos menstruales (incluyenda periodas
ausentes, poco frecuentes a ahundantes)

- cicalrizacion lenta (esto puede incluir fa
separacion de las capas de una herida quirirgica
o linea de sulura)

- aurmento de la frecuencia cardiaca

- hay una tendencia general a que los fluidos se
acumulen en diversos tejidos |
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Frecuentes: afectan aentre 1y 10de cada !
100 paclentes 1

_ inlecciones (incluyendo Infecciones -
potenciaimente mortales) |

- codgulos de sangre én piernas |

- godgulos de sangre en los pulmones |

~ llagas en la boca

_ acumulacién de liquido en el abdomen !

_ lesién tenal con disminucion del nimera de |
plaquetas y de glébulos rojos de fa sangre, Con o !
sin erupcion cutdnea (s{n&mwemﬁimurémbo} —

_ disminucitn del numero de un lipo de globulos  mes—
blancos llamados neutréfilos ——t

- deterioro del hueso

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

- hemofragias nasales

- céncer de piel

— infeccion en el fifdn

- quisles en los ovarnos

— acumulacién de fividos en la membrana que odea
¢l corazén que, en algunos casos, puede disminuir
|a capacidad del corazén para bombaar sangre

~ Inflamacion del pncreas

- reacciones alérgicas

- herpes

— infeccién por citomegalovirus

—| i

Poco frecuantes: afeclan aentre 1y 10 de cada
1,000 pacientes

— cancer del {ejido linfélico {linfnmaflmstomi:l
infoproliferalivo post-trasplante), disminucion
conjunta de glébulos rojos, gidbulos blancas Y
plaquetas

— hemorragia en los pulmanes

— protginas en oring, en ocasiones grave y
asociada a efectos adversos, como hinchazén

- proceso cicalricial del rifién que puede reducic la
funcién del rifion

_ exceso de fluidos en los tefidos debido a funcion \

lintdtica irregular
_ disminucién del nimero de plaguelas en fa
sanigre, con o sin erupcion en 2 piet (pirpura !
trombocitopénica) .
— reacciones alérgicas graves que pueden provocar |
la descamacion de la piel |
_ tuberculosis |
_ infeccion por virus de Epstein-Barr i
_ diarrea infecciosa por Clostridium difficile
— lesion del higado grave

22 o s
DR S
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_ depésito de proleinas en los saquitos aéreas de S »
.| AOKYMEHTIg

los puimones que puede interferir con la
respiracion

_ reacciones alérgicas graves que pueden afectar
a los vasos sanguineos (ver aparlado de
reacciones alérgicas)

Raros: alectan a entre 1y 10de cada 10000 pacientes 775
i
i
1

Fracuencia no conacida: no oueda astimarse su



Se dobe evitar el uso de vacunas vivas duranie el
\ratamianio con Rapamune. Anles dela
vacunacion, informe a su médico 0 farmacéulico de
que est recibiendo Rapamure.

El'uso de Rapamune. condudic 8 un incrémento
da los niveles de colesterol y triglicéridos en sangre
(grasas sanguingas) que puede requear tralamianto,
Los medicamenlos conocicas como “astatinas’y
Mibralos” utiizados para lialar el colesterol y los
trigiicéridos elevados, se han asociarda con Ln 1iesgo
incramentado de rolura de liora de fos musculos
{rabdomiofisis). Informe & su médico si esla tamando
medicamenlos para reducir las grasas sanguineas.

El uso combinado de Rapamune & inhibidores de la
enzima convadidora de anglolensina (ECA) (un tipo
de medicamentos ulilizados para bajar 1a tension
arlefial) puede provocar feacciones alérgicas. Informe
a su médico sf esta lomandp estos medicamentos.

© Toma de Rapamune con alimentos y bebidas

Tome Rapamune siempre de Ja misma manera, con
o sin comida. Si prefiere tomar Rapamune con
alimentos, debe tomatio siempre con elios. Si
preliere tomar Rapamune sin alimentos, debe
fomario siempre sin ellos. La comida pueda alterar
1a canfidad de medicamento que entra en [a sangre
y, por tanto, al tomar su medicamenio siempre de
la misma manera, los niveles de Rapamuns en
sangre se mantienen mas estables.

No tome Rapamune con zumo de pomelo.

© Embarazo, lactancla y fertilidad

No debe utiizarse Rapamune duranie el ambarazo
amenos que sea claramente necesario. Debe usar
un mélodo anticonceptivo eficaz durante el ratamiento
con Rapamune y durants las 12 semanas siguientes
alaintermupcion del tratamiento. Si esta embarazada
o en periodo de lactancia, cree que podria estar
embarazada o tiene Intencitn de quedarse
embarazada, consulte a su médice o farmacéulico
antes de utilizar este medicamento,

No s& sabe sl Rapamune pasaata lache malema.
Las paciantes que tomen Rapamune deben dejar la
lactancla.

Qe ha esoclado una reduccion del recuento de
espermatozoides con el USO de Rapamune, que
habitualments vuelve a la normalidad después de
suspender el tratamiento.

O Conduccién y uso de madquinas

Aunque no se espera que ol tratamiento con Rapamune
pueda aleclar a su capacidad para conduclr, sl
{iene alguna duda, consulte con su meédico.

© Rapamune contiene laclosa y sacarosa

Repamune contiene 88,4 mg de lactosa y hasta
215,8 mg de sacargsa. Si gu médico l2 ha indicado
que una intolerancia a cieros azicares,
consulte con él anles de tomar esle medicamento.

Siga exactamente las
administracion de este medicamento indicadas pof
su médico. En caso de duda, consulte de nuevo 8
su médico o farmacéutico.

Sy médico decidird la dosis exacta de Rapamune
que debe tomar y |a frecuancla con la que debe
hacetle. Slya exactamente las instrucciones da su
médico y nunca cambie la dosis por su cuenta

Rapanmasﬁr&:amerﬂapemlmoral.Nwacmqw,
mastique ni parta ios comprimidos. Informe & 3u médico
¢f tisne dificultades para tomar €l comprimido.

No deba lomar varios comprimidos de Rapamune
0,5 mg como suslitucian de los comgrimides de

1 mgy 2 ma, ya gue no san directamente
inlercambiables.

Tome Rapamune siempre de 1a misma manera, con
o sin comida.

frecuencia a partir de los datos disponibles

- Sindrome de encefalopatia postefior reversible
(PRES) que es un sindrome grave del sistema
nenviosa que liene los siguientes sintomas: cdolof
de cabeza, nauseas, vomilos, confusion,
convulsiones y pérdida da vision, Si padeciera
mas e uno de estos sinlomas, gontacte con su
médica.

Los pacientes con S-LAM sxpermentaron eleclos

adversos similares a los de los pacientes con

irasplante renal, con la adicién de pérdida de peso,

que puede afectar a Mds de 1 de cada

10 personas.

O Comunicacion de sfectos adversos

Si experimenta cualquier tipo de electo adverso,
consulte a su medico o farmacéutico, incluso si se
\rata de posibles efecles adversos que no aparecen
en este prospecto, También puede comunicarios
dirsclamente a través del Sistema Espafiol de
Farmacovigilancia de Medicamentos de Uso
Humano: weow.notificaRAM.es. Medianle la
comunicacién de efectos adversos usted puede
contribuir a proporcionar més informacion sobre la
sequridad de este medicamanto,

i Ll Y

fuera de la vista y del

alcance de los nifios.

No utilice este medicamanto después de la fecha
de caducidad que aparece en el blister y en el
estuche despuss de “EXP". La facha de caducidad
es el ulimo dia del mes que s€ Indica.

No conservar a lamperatura superior a 25°C.
Consarvar el bilster en ol embalaje exierior para
protegerlo de la luz.

Los medicamentos no se deben tirar por los
desaglies nizala basura. Pregunta a su
farmacéutico cémo deshacersa de l0S envases yde
los medicamentos que ya no necesita. De esta
forma, ayudaré a proteger el medio amibiente.

© Composicién de Rapamune

El principio activo s siroimus.

Cada recublerto de Rapamune 0,5 Mg
contiene 0,5 mg de sirolimus.

Cada comprimido recublerto ds Rapamune 1 mg
conliene 1 mg de sirolimus.

Cada comprimido recublerto de Rapamune 2 mg
corfiena 2 mg de sirolimus.

Los demas componentes son:

Nicleo de los comprimios: lactosa monohidrato,
macrogol, estearalo de magnesio, talco

rimiento m : macrogol,
monaalealo de glicerol, bamiz larmacéulico, sullato
da calcio, celulosa microctistaling, sacarosa,
diéxido de litanio, poloxamer 188, o-tocolercl,
povidona, cera dé carnauba, tinta de impresion
(goma laca, ¢xido de hierro rojo, propilenglicol
[E1520), solugién concentrada de amoniaco,
simeticona). Los comprimidos de 0.5 mgy 2mg
tarnbién contienen dxido de hierro amarille (E172) ¥
axido de hirro marrdn (E172).

© Aspecto del producto y contenido del envase

Rapamune 0,5 mg 58 presenta en forma de
comprimides recublertos iriangulares de color
marrdn clarg, que llevan grabado en una can
*RAPAMUNE 0.5 mg”.

Rapamune 1 mg se presenta en {orma de
comprimidos recublertos \riangulares de color
planco, que llevan grabado en una cara
*RAPAMUNE 1 mg".

Rapamune 2 mg se presenta en forma de




comprimidos recublertos iniangulares de color entre
Teasplante 1ene) . amatillo y beige, que llevan grabado en una cara
Su médico le dard una dosis inicial da 6 Mg tan *AAPAMUNE 2 mg'".
pronto como sea posible después de la operacion .
| e rasplante renal. Después necesitard lomar omg Loscomprimidos e envasas en blisteres de 30y
de Rapamune lodos los dias haste que su medico 100 comprimidos. Puede que solamente asién

l {e indique olra cosa. St desis seraajustada comercializadas algunos {amarnios de envases.
dependiendo del nivel gia Papamune ensanaie. SU Titular de la autorizacion de comercializacion y
médico necesitard realizar pruepas sanguingas responsable de la fabricacién

ra madir las concentraciones de Aa 2,
P ol Titular de la Autorizacitn Responsable de la

Si también estd tomando ciciosporing, ligne que de Comercializacion: fabricacién:

espaciar la toma de los dos medicamentos Pizar Europe MAEEIG  Plizer Manufacluring
aproximadamente 4 NOr2s. Boulevard de la Plaine 17 Deutschiand GmbH
86 recomienda Utilizar primero Rapamune &n 1050 Bruxelles Belriebsslatte
\ combinacion can ciclosporina y coricosteroides. Al Bélgica Freiburg

cabo de 3 meses, su médico pueds suspender Mooswaldallee 1

Rapamune o ticlosporina, ya que no s racomienda 79090 Friburgo

| lomar junios estos medicamentos pasado este fiBmpo. Alernania
|nfangiolsiomiomatosis espord dica (S-LAM Pueden solicitar méas Informacidn respecto gasta
Sy médico le dard 2 Mg de Rapamune &l dia, hasta medicamento dirigiendose al representante local

i : ; :
| que le indique lo contrario, Su dosis se ajustard del litular de la autorizacion de comercializacion:
\ seqUn el nivel de Rapamune &n su sangre. Su Espafia

médico deberd realizar andlisis de sangre para Pfizer, S.L.
'] medi las concentraciones de Rapamune. Tel:+34914309900

O Si toma mas Rapamune del que debe Fecha de la dltima revisién de esle praspecto:

5§ ha lomado més medicamento del que se 16 dijp,  06/2019. .
Sontacte lo antes posible con sumédico0&CUIAA g informacin detaliaca de este medicamento esté
urgencias del hospital mas cercand. Lleve siempte  gjsponible en la pAgina web d& Ia Agencia Europea

con usted el blister atiquetado del medicamento, do Medicamentos: hitpwwi.ema.e ropa.eul
aungue esté vacio.

© Sl olvidd tomar Rapamuna

Si olvidé tomar Rapamune, 1émesslo en cuanto se

acuerde pero no dentro de las 4 horas siguientes &

ia dosis de ciclosporina. Después da esto, continie

tomando el medicamento da la manera habitual, No

fome una dosis doble para compensar las dosis

olvidadas, y siempre tome Rapamune y clclosporing

con una diferencia de aproximadamente 4 horas, SI

glvida por completo tomar una-dosis de Rapamung, !
daba informar & su médico. .

© Si interrumpe el tratamiento con Rapamune

No deje da tomar Rapamuns a menos que su
médico Ja diga que lo haga. yaque s8 arrigsgarfa a
perder el trasplante.

Si liene cualquier ofra duda scbie ol uso de este
medicamento, pregunte a su médico 0
tarmacéutico.

Pasibles efectos advi
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Folheto Informativo:

Informagao para o utilizador Deve contactar Imediatamente o seu médico se

© Reagdes alérgicas ‘ PAA131630
!

e ; 2. Draft
: liver sinfomas como inchago da cara, lingua efou
Rapamune® 0,5 ml%compﬁmldos " parte de s da boca (feringe) elou difcakdode om 06.08.2019
. revestidos “ -+ respirar (angioedema), ou uma alegéo da pele em sTalgla] [3
Rapamune® 1 gﬂ comprimidos. que a pele pode descamar (dermalite exfoliativa). , g|e d
ir 43 - revestidos s Estes podem ser sinfomas da uma reacdo alérgica ' E

Rapamune® 2 mg comprimidos 9%

; ~ sirolimus:

Lela atentamente este folheto antes da tomar
este medicamento, pols contém informagdo
Iimportante para si.

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

— Caso ainda lenha duvidas, lale com o seu
médico ou farmacéulico.

— Esle medicamento loi receitado apenas para si.
N3o deve dé-o a outros; o medicamento pode
ser-hes prejudicial mesmo que apresentem os
mesmos sinais de doenca.

~ S tiver quaisquer efaitos secundarios, Incluindo
efeilos secundérios ndo indicados neste fohelo, fale
com o sau médico ou farmacéutico. Ver secgio 4.

0 que contém este folheto

1.0 que’é Rapamune ® para que & utilizado 1
0 Rapamune conlém a substéncia aliva sirolimus
que perlance a um grupo de medicamentos
chamados imunsssupressores, Ajuda a controlar o
sistema imunitério do seu organismo apds ler
recebido um transplante de fim,

O Rapamune ¢ utilizado em adultos para prevenit 0
seu organismo da rejeicao de rins ransplaniados e
normaimente é ulilizado com outros medicamenlas
imunossupressores chamados corticosteroides e,
inicialmenta {nos primeiros 2 a 3 meses), com
ciclosparina.

Rapamune é igualmente ulitizado para o tratamento
de doentes com linfangioleiomiomalose esporadica
(S-LAM) com doenga pulmonar moderaca ou
declinio da fungéo puimonar. A S-LAM é uma
doenga dos pulmbes progressiva e rara que aleta

_ . .__ nrodaminaniamaenta ae mulharae am idada (bl D

© Danos no rim acompanhado de um numero
baixo de células do sangue (purpura
trombocttopénica/sindrome hemolitico
urémico)

Quando tomadao com medicamentos chamados
inibidores da calcineurina (ciclosporina ou
tacrolimus), ¢ Rapamune pode sumentar o risco de
danos no rim, acompanhado de um nimero baixo
de plaquetas e de glébulos vermelhos no sangue e
hado ou ndo de erupgao na pele (pdrpura
trombocitopénica/sindrame hemolitico urédmico).
Contacte 0 seu médico se tiver sinfomas como
nodoas negras ou erupgdo cutdnea, alteragées na
urina, alteragdes de comportamento, ou qualquer
outra alteragdo grave, nio habitual ou prolongada.

© Infegdes

O Rapamune reduz os mecanismes proprios de
defesa do seu organismo. Como consequéncia, o
seu organisma ndo estard tdo bam como & normal
a combater as infegdes, Assim, caso eslejaa
receber Rapamune, poderd sofrer mais infegdes do
que & habitual, tals como IinfegBes da pele, boca,
estmago e intestinos, pulmdes e vias urindrias (ver
lista em baixo). Contacte a seu médico se liver
sintomas graves, ndo habiluals ou prolongados.

© Frequéncia dos efeitos secundarios

Muito frequentes: podem afetar mais do que 1 em

10 ulilizadores

- Acumulagéo de liquidos & volta do fim

- Inchago do corpo, incluindo as méos e o5 pés

- Dor

- Febre

- Dor de cabega

— Aumento da tensdo arlerial

— Dor abdominal, diarreia, prisdo de ventre,
nduseas

~ Redugéo do nimero de glébulos vermelhos,
redugao do nimero de plaquelas sanguineas

— Gorduras no sangue aumentadas {colesterol efou
Iriglicéridos), aglcar no sanque aumentado,
poldssio sanguineo diminuide, fosforo sanguineo
dimiruido, desidrogenase laclica sanguinea
aumentada, creatinina sanguinea aumentada

- Dor articular {nas articulagoes)

- Acne

— Infecdq das vias urindrias
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sintoma mais {requente da S-LAM ¢é a falla de ar.
2. Q'que precisa de sabar antes de tomar -
_Rapamune. 0T DN

© Nio tome Rapamune

~ se lam alergia ao sirolimus ou a qualquer outro
componente deste medicamento (indicados na

sec¢do 6).

© Adverténcias e precaugdes
Fale com o seu médico ou famacéutico antes de
tomar Rapamuné

— Se tem algum problema no ligado ou leve uma
doenga que possa ler afetado o seu ligado,
Informe o seu médico pois isso pode afelar &
dose de Rapamune que ird tomar, e poderd ter
que realizar andlises adicionais 2o sangue.

~ O Rapamuns, lal 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 € da pele.

~ Se'tem um Indice de massa corporal (IMC)
suparior & 30 kg/m?, pods ter um risco
aumentado de dificuldade de cicatrizagdo.

~ Se for considerado que tem um elevado risco de
rejeicio do rim, lal como um transplante anterior
perdido devido a rejeicao.

0 seu médico iré realizar exames para avakiar o8 niveis
da Rapamune no seu sangue. O seu médico iré
também realizar exames para monilorizar a sua
fungdo renal, os niveis de gordura no sangue
{colesterol efou triglicéridos) e, possiveiments, a sua
funglio hepética, durante o fratamento com Rapamune.

Devido ao aumento do risco de cancro de pele, a
exposicho 4 luz solar e UV deve ser evilada
protegenda a pele com vestudrio e utilizando um
protetar solar com um fator de protegéo alto.

©Q Criangas e adolescentes

A experiéncia de utilizagao de Rapamune em
criangas e adolescentes com menos de 18 anos de
idade & fimitada. A ulilizag2o de Rapamune néc é
recomendada nesta populagao.

© Outros medicamentos e Rapamune

Informe o seu médico ou farmacutico se estiver a
tomar, tiver tomado recentemente, ou vier a tomar
oulros medicamentos.

Alguns medicamentos podem Interferir com a agdo
do Rapamune, podendo ser necessério um ajusta
da dose de Rapamune. Informe o seu médico ou
farmacéutico, particularments s estiver & lomar
algum dos seguintes medicamentos:

- qualquer outro medicamento imunossupressor.

- antibiéticos ou medicamentos antiftingicos
utilizados para tratar as infe¢Ges, como por
exemplo, claritromicina, eritromicina, telitromicina,
troleandomicing, rifabuting, clotrimazal,
fluconazol, itraconazol. Nao se recomenda que 0
Rapamune seja tomade com rifampicina,
cetoconazol ou voriconazol.

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

3
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— Pneumonia ¢ oulras infegdes baclerianas. virais
e {lngicas

— Numero reduzido no sangue das células que
combatem as iniegoes (gldbulos brancos)

— Diabetes

- Tesles de fungo hepatica com resultados
anomelos, enzimas hepaticas AST elou ALT
elevadas

~ Erupgdc cuténea

~ Nivel elevado de proteina na urina

- Periutbagdes mensiruais (incluindo menstruagao
ausente, Infrequente ou abundants)

- Cleatrizagdo lenta {que podera Incluir a
separagao de camadas de uma ferida cirurgica
ou linha de sutura)

- Ritmo cardiaco rapido

— Existe uma tendéncia generalizada para a
acumulagao de fluidos em varios lecidos.

Frequentes: podem afetar até 1 em 10 utilizadores

- Infegdes {incluindo infegdes que colocam a vida
em petigo)

- Coégulos sanguineos nas pemas

~ Codgulos sanguineos na pulméo

- Feridas na boca

— Acumulaggo de fluidos no abdémen

~ Lesao renal com diminuicao do numero de
plaquetas sanguineas e de globulos vermelhos,
com ou sem erupgao na pele (sindrome
hemalitico urémico)

— Niveis baixos de um tipo de gldbulos brancos
chamados nettrofilos

- Deterioragdo 0ssea

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

- Hemomagia (sangramento) pelo nariz

- Cancro da pele

- Infegdo renal

~ Quistos do ovdrio

~ Acurnulacao de liguldos 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

— Infegéo por citomegalovirus

Pouco frequentes: podem afetar até 1 em

100 utilizadores

— Cancra dos tecidos linféticos (finfoma/alleracao
linfoproliferativa pés-transplantagaoe), diminuicao
conjunta dos giébulos vermelhes, glébulos
brancos e plaquetas sanguineas

~ Hemorragia do pulméo

- Proteinas na urina ocaslonalmente grave e
associada a efeltos sacundarios tais como
Inchago

- Cicatrizagdo no fim que pode reduzir a fungéo
renal

— Excessiva acumulagiio de ilquido nos tecidos
devido a alteragdo da fungdo linfatica

— Balxo nivel de plaquetas, com ou sem erupgao
cutdnea {purpura trombocitopénica)

— Reagdes alérgicas graves que podem causar
descamagdo cutdnea

~ Tuberculose

~ Infe¢au pelo virus Epstein-Barr

— Diarreia infecciosa com Clostridium difficile

2]

- medicamentos anliepliéticos incluinda ~ Graves lesdes hepéficas

carbamazepina, fencbarbital e fenitaina. - i a8
- medicamentos utilizados no tratamento das Rares: podsm afetar alé 1 em 1.000 ulilizadores 12° 4Ty N
Uiceras ou outros problemas gastrointestinais tals  ~ Acumulagao de prolsinas nos sacos de ar dos © %
como cisapride, cimetidina, metoclopramida. pulmdes, o que pode interierir com & respiracao ' S
- bromocripting (ulllizado no tralamenlo da doenga ~ Reagfes alérgicas graves que podem afetar 0s An# 3-

vasos sanguineos (ver paragralo acima sobre
reagBes alérgicas)

Desconhecido: a fraquéncia ndo pode ser calkulada

a partir dos dados dispaniveis

- Sindrome de encefaiopatia posterior reversivel
(SEPR), um sindrome grave do sislema nervoso
que apresenta o5 seguintes sinlomas: dor de
cabeea, pAliseas. vamilos. confusdo. convulsoes

de Parkinson e diversos problemas homonais),
danazol (ulifizado no tratamento de problemas
ginecolégicas) ou inibidores da prolease (por
exemplo, para o VIH & hepatite C, como ¢
filonavir, indinavir, bocepravir e telapravir).

~ hipericao (Hypericum perforatum).

Deve ser evilada a adminislragdo de vacinas vivas

Avrantn n dtiliznrda da Danamira Aniar da



vacinagao informe o seu n'IEdICO ou u farmacéulico
que esta a receber Rapamune.

A utilizagdo de Rapamune pode causar aumento dos
nivels sanguineos de colesterol e triglicéridos
(gorduras do sangue) que pode necessilar de
lratamenlo. Os medicamentos chamados “estalinas”
e “fibratos” utilizados para lratar o coleslerol e os
triglicéridos elevados tém sido associados com o
risco aumentade de degradagéo muscular
(rabdomidlise). Informe o seu médico se estd a lomar
medicamentos para baixar as gorduras no sangue.

Auhlizawosmuhéneadeﬂapanmneoomnb&domda
enzima de conversao da angiotensina (IECAs) (um tipo
de medicamenio utilizado para baixar a lens3o arterial)
pode resulfar em reagdes alérgicas. Informe o seu
médico se estd a lomar algum destes medicamentos.

© Rapamune com alimentos e bebldas

0 Rapamune deve ser tomado sempre da mesma
forma, sempre com ou sempre sem alimentos, Se
prefere tomar Rapamune:com alimentos deverd,
entdo, lomar Rapamune sempre com alimentos, Se
prefere lomar Rapamune sem alimentos deverd, entdo,
tomar Rapamune sempre sem afimentos. Os alimentos
podem afetar a quantidade de medicamento que atinge
asua corrente sanguinea e, ao lomar o seu
medicamento da mesma forma, significa que os nivels
de Rapamune no sangue se maniém mais estéveis.

Néo tome o Rapamune com suma de toranja.

'© Gravidez, amamentago e fertilidade

O Rapamune ndo deve ser utilizado durante a gravidez
a menos que claramente necessario. Durante o
tratamento com Rapamune e nas 12 semanas apds
terminar o iratamento, use um mélodo contracetivo
oficaz. Se est4 grévida ou a amarentar, s8 pensa estar
grdvida ou planeia engravidar, consulte o seu médico
ou farmacéutico antes de tomar sste medicamento,

Né&o se sabe 56 0 Rapamune passa para o lejte
materno. As doentes que lomam Rapamune devem
interromper o aleitamento.

Tem sido associado & utiizagdo de Rapamune a
diminuigdo da contagem de espermatozoides que
geraimente normaliza com a paragem do {ratamento.

© Condugao de velculos e utilizagio de maquinas
Embora ndo se espere que o tralamento com
Rapamune afete a sua capacidade de conduzir, se
tem diividas consulte o seu médico.

© Rapamune contém lactose e sacarose

Raparnune contém 86,4 mg de lactose e até 215,8 mg
de sacarose. Case o seu médico the tenha dito que
ten uma intolerancia a alguns agticares, contacte o
seu médico antes de tomar este medicamento.

3, Camo tomar Rapaniuns) 14 /.4

Tomar este medicamento sempre de acordo com
as indicaghes do seu médico. Fale com 0 seu
médico ou farmacéutico se tiver duvidas.

0O seu médico decidird exatamente qual a dose de
Rapamune que deve tomar e quantas vezes a val
tomar. Siga exatamente as instrugdes do seu
médico e nunca altere a dose por sua iniciativa,

O Rapamune destina-se apenas a ser tomado por
via oral. N&o esmague, mastigue ou parta 0s
comprimidos. Informe o seu médico se tem
dificuldade em tomar o comprimido.

Nac devem ser ulilizados milliplos dos comprimidos
de 9,5 mg coma substituigdo dos comprimidos de

1 mg ou 2 mg, uma vez que as diferenles dosagens
nao sdo diretamente substiluiveis.

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

Transplante renal

O seu médico dar-lhe-a uma dose inicial de & mg

e perda de vis3o. Se liver estes sinlomas em
simullaneo, contacte o0 seu medico.

Os doentes com S-LAM tiveram efeitos secundérios
semethantes aos dos doentes com transplanle de
rim, & também perda de peso, que pode afetar até

1 em 10 utilizadores.

© Comunicagao da efeitos secundarios

Se tiver quaisquer efeitos secunddrios, incluindo
possiveis efeitos secundarios nao indicados neste
folheto, fale com o seu médico ou farmacautico.
Também podsrd comunicar efeltos secunddrios
diretamente através de:

INFARMED, |.P.

Diregao de Gestdo do Risco de Medicamentos
Parque da Satde de Lisboa, Av. Brasif 53
1749-004 Lisboa

Tel: +351 217987373

Linha do Medicamento: 800222444 (gralulta)

Silia da internat:

hitp:/fwvew.nfarmed. ptiweb/intarmed/submissagram
E-mail: farmacovigilancia@infarmed.p!

Ao comunicar efeitos secundarios, estaré a ajudar
a fomecer mais informagdes sobre & seguranga
deste medicamento.

6. Como conservar Rapamune! T
Manter este medicamento fora da vista e do
alcance das criangas.

Néa utillize este medicamento apds o prazo de
validade impresso no blister e na embalagem
exterior, apds “EXP", O prazo de valldade
corresponde ao (itimo dia do més indicado.

Néo conservar acima de 25°C,

Mantenha o blister dentro da embalagem exterior
para proteger da luz

N&o deite fora quaisquer medicamentos na
canafizagdo ou no lixo doméstico. Pergunte ao seu
farmac@utico como deitar fora os medicamentos
que jd ndo utifiza. Estas medidas ajudardo a
proteger o ambiente,

] Oual a composlgao de Rapamune

A substincia atlva 6 sirolfmus.

Gada comprimido revestido de Rapamuna 0,5 mg
contém 0,5 mg de sirolimus.

Cada comprimido revestido de Rapamune 1 mg
conlém 1 mg de sirolimus.

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

Os outros componentes sdo:

Nicleo dos comprimidos: laclose mono-hidratada,
macrogol, eslearato de magnésio, taico.

Revestimanto dos comgrimidas: macrogol,

mono-oleato de glicerol, verniz farmacéutico,
sulfato de calcio, celulose microcristalina, sacarose,
diéxido de litdnio, poloxamaro 188, a-tocoferol,
povidona, cera de camauba, tinta de impressio
{goma-laca, bxido de ferro vermerho, propilenoglicol
|E1520}, solugdo de amdnia concentrada,
simeticone). Os comprimidos de 0,5 mg 6 2 mg
contém também Oxido de ferro amarelo (E172) e
oxldo de ferro castanho (E172).

© Qual o aspeto de Rapamune e contelido da
embalagem

Rapamune 0,5 mg apresenta-se em comprimidos
revestidos de cor castanho dourado, triangutares,
marcados num dos lados com “RAPAMUNE 0.5 mg".

Rapamune 1 mg apresenla-se em comprimidos
revestidos brancos, Iriangulares, marcados num
dos lados com “RAPAMUNE 1 mg".
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logo que possivel apos a operagao de lransplante
do nm. Depais ird precisar de tomar 2 mg de
Rapamune por dia, até nova indicagao do seu
médico. A dose serd ajuslada em fungdo dos seus
niveis de Rapamune no sangue. O seu médico ird
pracisar de fazer exames ao seu sangue para
medir as concentragbes de Rapamune.

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

em combinagao com ciclosporina e corticosteroides.
Apbs 3 meses, 0 seu médico podera parar o
Rapamune ou a ciclosporina, uma vez que nao se
recomenda que esles medicamentos sejam tomados
a0 mesmo lempo para além deste periodo.

Linfangioleiomiomatose esporédica {S-LAM)

O seu médico val receitar-lhe 2 mg de Rapamune
todos os dias, salvo indicagdo em contrdnio. A sua
dose serd ajustada dependendo do nivel de
Rapamune na seu sangue. O seu médico val
necessilar de efetuar andlises ao sangue para
medir as concenlragdes de Rapamune.

© Se tomar mais Rapamune do que deveria

Caso lenha tomado mais Rapamune do que o
indicado, consulte um médico ou dirja-se a um
servigo de Urgéneia hospitalar o mais depressa
possivel. Leve sempre consige o blister rotulado,
mesma qus esteja vazio.

O Caso se tenha esquacido de tomar Rapamune

Caso se lenha esquecido de lomar Rapamune,
tome-0 assim que se lembrar, mas née nas 4 foras
que se seguem & proxima dose de ciclosporina.
Depols continue a tomar os seus medicamentos
como habltualmente. Nao tome uma dose a dobrar
para compensar uma dose que se esqueceu de
lomar e tome sempre 0 Rapamune &-a ciclosporina
com um intervalo de aproximadamente 4 horas. Se
falhar completamente uma dose de Repamune,
informe o seu médico.

© Se parar de tomar Rapamune

N&o pare de tomar Rapamune sem que a seu
médica lhe diga para o lazer, pois corte o risco de
perder o seu fransplante.

Caso ainda tenha duvidas sobre & ulilizagdo deste

medicamento, fale com o seu médico ou famacéutico.

Rapamune 2 mg apresenta-se em compnmidos
reveslidos bege-amarelados, triangulares,
marcados cum dos lados com “RAPAMUNE 2 mg™.

0s comprimidos apresentam-se em embalagens de
blisteres de 30 e de 100 comprimidos. As embalagens
podem nao estar todas comerciafizadas.

Thular da Autoriza¢ao de Introdugdo no
Mercado e Fabricante

Tilular da Autorizagdo  Fabricante:

“Halnabesiile Freiburg

Mooswaldallee 1
79090 Freiburg
Alemanha

Para quaisquer informagdas sobre este medicamento,

queira cantaclar o representante local do Titular da

Autorizagdo de Introdugio no Mercado:

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

Este folheto foi revisto pela tiltima vez em
06/2019

Esl4 disponivel informagdo pormenorizada sobrs este
medicamento no sitio da Intemet da Agéncia Europeia
de Medicamentos: hitp:/www.ema.europa ey

pode causar efeltos secunddrios, no entanlo asles
ndo se manifestam am todas as pessoas.
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(MOBOIO, BiAMIHHOIO Bill JIEp)KaBHOI), 3aTBEpIDKEHA BiINOBITHO O HOPMATHBHHX
BUMOT KpaiHu 3asiBHUKA / BHPOOHHMKA.

3asBHHK, Idaiizep Eita. Ci. ITi. Kopnopeitrs, CIIIA /

Kpaina:

Pfizer H.C.P. Corporation, USA

Bupobunk, Ildaiizep Menrodexuypunr Hoiunens I'm6X, Hiveuunsa /

Kpaina:

Pfizer Manufacturing Deutschland GmbH, Germany

(nepeunne ma 6mopunHe NAKYBAHHS, MECMYEAHKA NPU BUNYCKY Ma BURPOBYEaHHS
cmabinvnocmi, eunyck cepii)

Hogo Hopnick IIpomaxmd Ipmanais Jlimiten, Ipnangis /
Novo Nordisk Production Ireland Limited, Ireland
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Hanocucmemu QUCnepCrHol)
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Pfizer Ireland Pharmaceuticals Unlimited Company, Ireland
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Idatizep Iuk., CIIA / Pfizer Inc., USA
(6unpobyearnns cmabinornocmi)
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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 ablets
Each coated tablet contains 0.5 mg sirolimus.

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

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

Excipients with known effect

Rapamune 0.5 mg coated 1ablets

Each tablet contains 86.4 mg of lactose monohydrate and 215.7 mg of sucrose.

Rapamune | me 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 | my coated tablets

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

Rapamune 2 myg 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 usc
combination with ciclosporin microemulsion and corticosteroids for 2 to 3 months.
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 lymphan giolelomyomatosis with
moderate lung disease or declining lung function (see sections 4.2 and 5.1).

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

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

Maintenance therapy

Ciclosporin should be progressively discontinued over 4 to 8 weeks, and the Rapamune dose should be
adjusted to obtain whole blood trough levels of 12 to 20 ng/mL (chromatographic assay; see
Therapeitic 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 level oQHihned

more than 5 days after a previous dosing change. S n A "}h’“&
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Patients can be switched from Rapamunc 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 ¢hromatographic 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 lymplangioleiomyomatosis (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.

therefore the benefit of treatment should be reassessed when used long-term. AR ,',‘:l a
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Special populations

Black papulation

There is limited information indicating that Black renal transplant recipients (predominantly
African-American) require higher doses and trou gh levels of sirolimusto achieve the same efficacy as
observed in non-Black patients. The efficacy and safety data aretoo 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 3.2).

Renal impairmentt
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, butno recommendationon 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 (sec 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 precautjons for use

Rapamune has not been adequately studied in ren

al transplant patients at high immunological risk,

(herefore use is not recommended in this group of patients (se¢ section 5.1).

In renal transplant patients with delayed graft fun
function.

Hypersensitivity reactions

ction, sirolimus may delay recovery of renal

Hypersensitivity reactions, including annphylactic/’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 onty)
Sirolimus has been administered concurrently with the following agents in clini cal 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
clevated 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 3. 1).

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating
conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant patients,
increased urinary protein excretion was commonly observed at 6 to 24 months after conversion to
Rapamune (se¢ section 5. 1). New onset nephrosis (nephrotic syndrome) was also reported in 2% of the
patientsin the study (sce 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 calcine

urin inhibitor may increase the risk of calcineurin

inhibitor-induced haemolytic uraemic syndrome/thrombotic thrombocytopaenic purpurd/ 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

fibrate should be monitored for the possible development of rhabdomyolysis and other
reactions, as described in the respective Summary of Product Characteristics of these 1eTiLs:
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Cytochrome P450 isozvmes

Co-administration of sirolimus with strong inhibitors of CYP3A4 (such as ketoconazole, voriconazole
itraconazole, telithromycin or clarithromycin) or inducers of CYP3A4 (such asrifampin, 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, (witl/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). Asusual
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 protazoal), fatal infections, and sepsis.

Among these conditions in renal transplant patients are BK viru s-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 diagnosis in immunosuppressed patients with deteriorating renal
function or neurological symptoins.

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 transplantaton.

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 reaghed{see

sections 4.2 and 5.2). & g :\
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Lung and liver transplant populations

The safety and efficacy of Rapamune as immunosu ppressive 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 (o a sirolimus-based regimen versus continuaiion 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 TInteraction with other medicinal products and other forms of interaction

Sirolimus is extensively metabolised by the CYP3A4 isozyme in the intestinal wall and liver. oe===sem,,
Sirolimus is also a substrate for the multidrug efflux pump, P-glycoprotein (P-gp) located igffic sﬁﬁaﬂ u','j’:\_\»{‘
intestine. Therefore, absorption and the subsequent elimination of sirolimus may be inﬂu,ﬁ by %o N
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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 Camax by approximately 82% and 71%,
respectively. Co-administration of sirolimus and rifampicin is not recommended (see section 4.4).

Ketoconazole (CYP3 A4 inhibitor)

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

Voriconazole (CYP3A4 inhibitor)

Co-administration of sirolimus (2 mg single dose) with multiple-dese 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 Cua 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 Crax, tma, and AUC were increased

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

Verapamil (CYP3A4 inhibitor)

Multiple-dose administration of verapamil and sirolimus oral solution significantly affected the rate
and extent of absorption of both medicinal products. Whole blood sirolimus Crax, tmax, and AUC were
increased 2.3-fold, 1.1-fold, and 2.2-fold, respectively. Plasma S-(-) verapamil Cinm and AUC were
both increased 1.5-fold, and tme 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 erythromycinand sirolimus oral solution significantly increased the
rate and extent of absorption of both medicinal products. Whole blood sirelimus Cuas, tms, and AUC
were increased 4.4-fold, 1.4-fold, and 4.2-fold, respectively. The Cuax, tmay, and AUC of plasma
erythromyein base were increased 1.6-fold, 1.3-fold, and 1.7-fold, respectively. Sirolimus levels
should be monitored and appropriate dose reductions of both medicinal products should be considered.

Ciclosporin (CYP3A4 substrate)

The rate and extent of sirolimus absorption was significantly increased by ciclosporin A (CsA).
Sirolimus administered concomitantly (5 mg), and at 2 hours (5 mg) and 4 hours (10 mg) mfﬁmﬁ
(300 mg), resulted in increased sirolimus AUC by approximately 183%, 141% and 80% ,/'r/el;.&:[jye‘d\‘f1/’(&15,*,,&\*’\;\%{a

The effect of CsA was also reflected by increases in sirolimus Ca and tmax. When giy o 2hours | o
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before CsA administration, sirolimus Ciuw, and AUC were not affected. Single-dose sirolimus did not
affect the pharmacokinetics of ciclosporin (microemulsion) in healthy volunteers when acdhministered
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 ethinyl estradiol. Although the results of a single-dose interaction study
with an oral contraceptive suggest the lack of a pharmacokinetic interaction, the results cannot exclude
the possibility of changes in the pharmacokinetics that might affect the efficacy of the oral
contraceptive during long-term treatment with Rapamune.

Other possible interactions

Tnhibitors of CYP3A4 may decrease the metabolism of sirolimus and increase sirolimus blood levels.
Such inhibitors include certain antifungals (e.g. clotimazole, fluconazole, itraconazole, voriconazole),
certain antibiotics (e.g. troleandomycin, telithromyein, clarithromyci n), certain protease inbibitors (eg.
ritonavir, indinavir, boceprevir, and tclaprevir), 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 eytochrome Piso CYP2C9, CYP2C19, CYP2D6,
and CYP3A4/S 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 trimethoprimy/sul famethoxazo le.

Paediatric population

Interaction studies have only been performed in adults.
4.6 VFertility, 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 contracug@g{fﬁl{i}f—l’f&g\\

be used during Rapamune therapy and for 12 weeks after Rapamune has been stopped. y 7 <asrag, “‘%&
(7]

ans
DOKYMEHTIB

2

eyl

39

b
&7
N

o &
".,'ddou 37‘3\‘

oy



68

Breast-feeding

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

Fertility

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

4.7 Effects on ability to drive and use machines

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

4.8 TUndesirable effects

Undesirable effects observed with prophvlaxis of organ rejection in renal transplantation

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

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

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

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

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

Most patients were on immunosuppressive regimens, which included Rapamune in combination with
other immunosuppressive agents.
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System organ Very commion Common Uncommon Rare Frequency
class =1/10) (=1/100 to (=1/1,000to | (=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*; carcinorma
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 | Hypokalaernia;
nutrition Hypophos-
disorders phataemia;
Hyperlipidaemia
(including
hypercholesterol-
aemia);
Hyperglycaemia;
Hyper-
triglyceridaemia;
Diabetcs mellitus
Nervous system | Headache Posterior
disorders reversible
encephalo-
pathy
syndrome
Cardiac Tachycardia Pericardial
disorders effusion
32
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System organ Very common Common Uncommon Rare Frequenm
class =1/10) (>1/100 to {=1/1,000 to (>1/10,00 | not known
<1/10) <1/100) Oto (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 enmbolism; haemorrhage proteinosi
mediastinal Pneumonitis*; s
disorders Pleural
effusion;
Epistaxis
Gastrointestinal | Abdominal pain; | Pancreatitis;
disorders Constipation; Stomalits;
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)

33
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System organ Very common Commeon Uncommon Rare Frequency
class (=1/10) (>1/100 to (=1/1,000 to | (1/10,00 | not krown
<1/10) <1/100) 0to {cannot be
<1/1,000) | estimated
from
available
data)
General Qedema;
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

[mmunosuppression 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 patientsreceiving 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. T
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In a study evaluating the safety and efficacy of conversion from caleineurin 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 (sce
section 5.1). There was a higher rate of serious adverse events, including pneumonia, acute rejection,
graft loss and deatl, 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 premeriopausal 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/ar 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 (sce 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 fhié national feporting system
listed o Appendix V.

4.9 Overdose

At present, there is minimal experience with overdose. One patient experienced an u]_:i:ﬁ}iﬁ?‘fémﬁ’?ﬁf_‘@ i
fibrillation after ingestion of 150 mg of Rapamune. In general, the adverse effects of; Werdodd drei,
consistent with those listed in section 4.8. General supportive measures should be ig utqtecl inall cases’ -
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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 si gnificant extent.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, selective immunosuppressants,
ATC code: LO4AALQ.

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 lymphaocyte activation, which resuits 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 retease of
lymphangiogenic growth factors. Sirolimus inhibits the activated mTOR pathway and thus the
proliferation of LAM cells.

Clinical studies

Prophviaxis 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 1o 12 months (9.8% vs. 4.2%, respectively). Thereafter, the difference between the
two groups was not significant.

The mean calculated glomerular filiration 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, aswell a8 oo,
significantly lower blood pressure in the ciclosporin elimination group, it was decided !(ﬂ}%}lnﬁ}mﬁ%
subjects from the Rapaimune with ciclosporin group. By 60 months, the incidence of ngif-skin’ e s
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malignancies was significantly higher in the cohort who continu ed ciclosporin as compared with the
cohort who had ciclosporin withdrawn (8.4% vs. 3.8%, respectively). For skin carcinoma, the median
time to first ocourrence 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 mL/min, renal function was not
improved overall. The rates of acute rejection, graft loss, and death were similar at 1 and 2 years.
Treatment emergent adverse events occurred more frequently during the fust 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 mI/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, bul 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 treatrment 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 each category. More patients converted to sirolimus developed new
onset diabetes mellitus defined as 30 days or longer of continuous or at least 25 days non-stop
(without gap) use of any diabetic treatment after randomisation, a fasting glucose =126 mg/dL or a
non-fasting glucose >200 mg/dL after randomisation (18.3% vs. 5.6%, p=0.025%). A lower incidence
of squamous cell carcinoma of the skin was observed in the sirolimus group (0% vs. 4.9%). *Note:
p-values not controlled for multiple testing.

In two multi-centre clinical studies, de nove 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
fanction was not better in the treatment arms with de nove 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 ohserved [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 S mg (5%). Most rejections occurred within the first six months following e

conversion and were mild in severity; no graft losses were reported during the study (see sgeffon \5{:“1’)‘;"7} .
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Sparadic Lymphangioleiomvomatosts (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 10

5-15 ng/mL) with placebo for a 12-month treatment peniod, followed by a 12-month observation
period in patients with TSC-LAM or S-LAM. Eighty-mne (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-1LAM, 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 paticnts with $-LAM, enrolled patients bad moderately advanced lung
disease, with baseline FEV1 of 49.2+13.6% (mean +SD) of the predicted value. The primary endpoint
was the difference between the groups in the rate of change (slope) in FEV1. During the treatment
period in patients with $-LAM, the mean £SE FEV1 slope was -1 222 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 132 mL, or approxim ately
11% of the mean FEV1 at enrollment.

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

12 months in measures of forced vital capacity (-12+3 vs. 743 mL per month, respectively, p<0.001),
serum vascular endothelial growth factor D (VEGF-D; -8.6£15.2 vs. -85.3+14.2 pg/mL per month,
respectively, p<0.001), and quality of life (Visual Analogue Scale — Quality of Life [VAS-QOL]
score: -0.3+0.2 vs. 0.4+0 2 per month, respectively, p=0.022) and functional performance
(-0.009£0.005 vs. 0.004::0.004 per month, respectively, p=0.044) in patients with S-LAM. There was
no significant between-group difference in this interval in the change in functional residual capacity,
6-minute walk distance, diffusing capacity of the lung for carbon monoxide, or general well-being
score in patients with S-LAM.

Paediatric population

Rapamune was assessed in a 36-month controlled clinical study enrolling renal transplant patients
below 18 years of age considered at high-immunologic risk, defined ashaving 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 5to 15 ng/mL) in
combination with a calcineurin inhibitor and corticosteroids or to receive calcineurin-inhibitor-based
inununosuppression 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 2 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 cbtained using the Rapamune oral solution,
which is summarised first. Information directly related to the tablet formulation is summarised
specifically in the Oral tablet section. /ow""' s
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Oral selution

Following administration of the Rapamune oral solution, sirolimus is rapidly absorbed, with a time to
peak concentration of 1 hour in healthy subjects recciving single doses and 2 hoursin 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 werce achieved after 5 to
7 days. The blood to plasma ratio (B/P) of 36 indicates that sirclimus is extensively partitioned into
formed blood elements.

Sirolimus is a substrate for both cytochrome P450 [11A4 (CYP3A4) and P-glycoprotein. Sirolimus is
extensively metabolised by O-demethylation and/or hydroxylation. Seven major metabolites,
inicluding hydroxyl, demethyl, and hydroxydemethyl, are identifiable in whole blood. Sirolimus is the
major component in human whole blood and contributes to greater than 90% of the
immunosuppressive activity. After a single dose of ['*C} sirolimus in heal thy volunteers, the

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

Clinical studies of Rapamune did not include a sufticient number of patients above 65 years of ageto
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 yearsand 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/W/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 wrough
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 yearsreceived 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/b/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,; were increased 61% and 43%, respectively, and CL/F was decreased 33%
compared to normal healthy subjects. In severe hepatically impaired patients (Child-Pugh
classification C), mean values for sirolimus AUC and ti,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 te 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 }lﬁgﬁpﬁqngcum’."o- \
Multiples of the 0.5 my tablets should therefore not be used as a substitute for other fbi&t strengths. 3
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In heaithy 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 Camax was decreased
by 35%, and mean tnwx increased by §2%. The difference in bioavaitability 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 dosc and 10 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, Cranx, 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 63 years of ageto
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 1o
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 wi th 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: Cmins 7.39 £ 2.18 ng/mL; Cruax.ss 15.0 + 4.9 ng/mL; tmaxs
3.46 + 2.40 hours; AUCxss 230 + 67 ng./mL; CL/F/WT, 139 + 63 mI/W/kg (parameters calculated
from LC-MS/MS assay results). The corresponding results for the oral solution in the same clinical
study were Cminss 3.40 + 2.50 ng/mL, Conxss14.4 £ 5.3 ng/mL, tmaxss2.12 + 0.84 hours, AUC:ss

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

Based on monitoring in all patients during the period of concomitant therapy with ciclosporin, mean
(10, 90™ percentiles) troughs (expressed as chromatographic assay values) and daily doses were 8.6 =
3.0ng/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, 90 percentiles) troughs (expressed as chromatographic assay values) and daily doses were 19
4.1 ng/mL {14 to 24 ng/mL) and 8.2+ 4.2 mg (3.6 10 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)

1n 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 4.6to

9.0 ng/mL; n=37). With concentration-control (target concentrations 5 to 15 ng/mL), the medispeees,,
sirolimus concentration al the end of 12 months of treatment was 6.8 ng/mL {intcrqum't\i_,}}f_‘ aljg'd,'i.gfm\,ﬁ
8.9 ng/mL; n=37). 75T e N
e 3
Sy R

40

77




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 oceur 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 (o lutenising hormone levels and are usually considered of limited clinieal
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 inratsand ina
monkey study. In rats, sirolimus caused embryo/foetotoxicity that was manifested as mortality and
reduced foetal weights (with associated delays in skeletal ossification) (see section 4.6).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Macrogol

Magnesium stearate

Talc

Tablet coating:

Rapamune 0.5 mg coated tablets
Macrogol

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

Titanium dioxide

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

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red. Propylene Glycol [E1520], Concentrated Annno?nf:ﬁéﬁuﬁm,
S & ' ¥

Simethicone) 7 o
P
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Rapamune 1 mg coated tablets
Macrogol

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

Titanium dioxide

Poloxamer 188

o-tocopherol

Povidone

Carnauba wax

79

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammeonia 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 Solwtion,

Simethicone)
6.2 Incompatibilities
Not applicable.

6.3 Shelf life

Rapamune 0.5 mg coated tablets
2 years.

Rapamune | mg coated tablets
3 years.

Rapamune 2 mg coated tablets
3 vears.

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 (PEYpolychlorotrifluoroethylene (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 wasie material should be disposed of in accordance with local
requirements.

15 MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

Rapamune 0.5 myg 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 htip://www.ema.europa.eu. OZD 03 020460
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