ITAPAPTHMA 1

IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Reblozyl 25 mg k6vig yio evéciuo dtdivua
Reblozyl 75 mg k6vig yio evécsiuo dtdivua

2. HHOIOTIKH KAI IOXOTIKH XYNO®EXH

Reblozyl 25 mg kovig yia evéouo didivua,

Kabe prokidio mepiéyet 25 mg luspatercept. Metd tnv avacvotaon, kabe mL dtaAdpoTog
nepi€yetl 50 mg luspatercept.

Reblozyl 75 mg kovic yua evéoo didivua

Ka0e praridio mepiéyet 75 mg luspatercept. Metd v avacvotaon, KOs mL StaAdpatog
nepiéyetl S0 mg luspatercept.

To luspatercept mapdyeton og KbTTOpa WodNKOV Kivelukob kptkntov (CHO) pe teyvoloyia
avoovvovacuévov DNA.

IMa tov TAfpn katdroyo TV ekddywv, PA. Tapdypoeo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Kovig yia evéoipo didAvpa (KOVIG Yo eVEGIUO).

AgvKN €m¢ VTTOAEVKT] AVOPIAOTONUEVT] KOVIG.

4. KAINIKEX TIAHPO®OPIEX
4.1 OgpamevTiKég evoeitelg

To Reblozyl gvdsikvotar yio yprion oe eviAikeg yia tn Oepaneio g e€aptdpevns and
UeTayYIGELS avatpiog A0y HuEAOSVGTAACTIKOY cUVOPOU®Y (MAX) e moAd younAd, xounio
Kot gvdlgpeco kivéuvo (BA. mapdypago 5.1).

To Reblozyl evéesikvotor yio yprion oe evijAikeg yia T Ogpameia g avaipiog mov oyetileton pe
Vv eEapTM®UEVN OO PETOYYIoELS Kal TN Un e&optdpevn omd petayyiocelg Prita-0olacoaipuio (BA.
Tapdypoeo 5.1).

4.2  Aocoloyio Kol TPOTOS yopynone

H Bepaneia pe Reblozyl Oa mpénet va Eexivd amd évav watpo pe gumepio ot Oepaneia
OLUOTOAOYIKOV aGOEVEIDV.

Aocoloyia

IIpwv amd kdéBe yoprynon tov Reblozyl, Ba mpénel va agloloyeiton to eninedo arpoc@arpiving
(Hb) tov aofBevav. Xe nepintmon mov mpaypotonotnfel petdyyion epudpmv aposeapimy
(RBC) mtpwv amod tn yopnynomn g 606mg, Yo A0Youg TpoGdloptGoD TG dO0NG TPETEL VA,
AapPavetar voym to eninedo Hb mpo g petdyyionc.



H ocvvietdpevn d6om Evapéng tov Reblozyl sivar 1 mg/kg yopnyovuevn pio popd kabe
3 gPfdopdidec.

o Moelodvoniaotikd avvipouo.
To cuvictdpevo emBountd evpog cuykévipmong tng Hb eivon peta&d 10 g/dL xon 12 g/dL. H

ovénon g 000NG GTNV AVETOPKY AVTOTOKPLIST| TEPLYPAPETUL TAUPUKATE.

MMivakag 1: AvEnon g 0661G GTNV UVETAPKI] OVTOTOKPLON

Adbon 6to 1 mg/kg AvEnon g d6omg
Edv petd amd tovrdyiotov 2 dradoyikés d00ELS 6TO . H d60m Ba mpémet va avéndet
1 mg/kg, évag acbevigc: ota 1,33 mg/kg

. dev gtvan eAevBepog petayyicewv RBC 1

. dev pTavel o€ ovykévipwon Hb > 10 g/dL
Kot avénon g Hb eivon < 1 g/dL

Adbon ota 1,33 mg/kg AYvENon g 660G
Ebv petd amd tovddyiotov 2 diadoyikég 000eELS otal . H d60m Ba mpémet va ovénOet
1,33 mg/kg, évoc acBevng: oto 1,75 mg/kg

. dev etvan eAevBepog petayyiceowv RBC 1

. dev @pTavel o€ ovykévipwon Hb > 10 g/dL
Kot 1 avénon g Hb eivon < 1 g/dL

INo aoBeveig pe eminedo Hb > 9 g/dL mpiv and ™ yopnynon 866nG Kat o1 0oiot dev £xovv
akoua emroyel avebaptoio and petayyicels, pmopei va amartndei abéEnon tng 66ong Katd v
Kpio™ Tov 1Tpov” dev Umopel va amokAglotel o kivovvog va avénbei 1 Hb v amd tov ovdd
6TOY0 LE TOVTOYPOVT LETAYYIO).

Edv évag acOevic yboel v avtomdkpion (dnA. aveéaptnoia amd petayyioeig), n 66om Oa
npénel va, avéndei katd Eva emimedo doong (PA. livaka 2).

o Eloptauevn amo uetoyyioeig p-0otaoooiuio

Y& aobeveic mov dev emLTLYYAVOLY OVTATOKPIGT, N 0Toia opileTan MG LEiOT TOV POPTIOL
petdyyiong RBC katd tovddyiotov éva tpito petd amd > 2 dadoykég 60oe1s (6 foopddec),
otV apykn doorn tov 1 mg/kg, n d6or Ba tpémel va avéndel ota 1,25 mg/kg. H 660m dev Oa
npénetl va avéndet mépav g péyiotng do6ong tov 1,25 mg/kg kdbe 3 efdouddec.

Edv évag acBevng xdoet v avtandkpion (epodcov to goptio petdyyiong RBC avénbel xon mdi
EMELTO OO L0l APy avTOmOKplon) 1) 06om Ba mpémet va avénbei kotd Eva eninedo d6omg (PA.
ITivaxa 3).

o Mpn eloprouevy ano uetoyyioeig f-Ootaoooruio

Xe aoBeveig mov dev emttuyydvouy 1 dev SloTPOVV TNV AVTATOKPLGT, 1 ool opileTon wg
avénomn oty Hb >1 g/dL amod v tiun avaeopdc Tptv amd T yopnynon doong, et amnd > 2
dradoyikég doaelg (6 efdoudoeg) oto d10 emimedo dooNg (amovcio petayyicewy, OnAad
TovAdylotov 3 efdopdadeg LeTd TV TeEAEVTAiN PETAYYION), 1 000T Ba pémel va avénbel Kotd
éva emimedo doong (PA. [livaka 3). H 06on dev Ba mpémetl va vepPaivet Ty péyiot d6om TV
1,25 mg/kg ka0 3 efdopddes.

Avénon oto emduevo exinedo doong
H avénon oto endpevo erinedo d6on¢ e Paon TV TpE€yovsa d0oT diveTol TOPUKATE.




Mivakog 2: AVEnoen 6to endpevo emimedo 006ng Yo MAX

Tpéyovoa 060 Avénuévn o601
0,8 mg/kg 1 mg/kg
1 mg/kg 1,33 mg/kg
1,33 mg/kg 1,75 mg/kg
Mivaxkag 3: AVEnen 6to exdpevo eminedo 066ng Yo T f-0oraccan
Tpéyovoa 0601 Avénuévn o601
0,6 mg/kg* 0,8 mg/kg
0,8 mg/kg 1 mg/kg
1 mg/kg 1,25 mg/kg

* Toydel povo yuo t un eoptopevn amd petayyioelg f-0aiaccaio.

Meiwon 00onc kou kaBvotépnon doonc

{7}

Xe mepintoon avénong g Hb > 2 g/dL evtdg 3 efdouddwmy amovsio PeTdyyiong 6 cUYKPLON
pe v T g Hb oty mpornyoduevn 6601, 1 d6om Tov Reblozyl Oa npénet va peiwbel kotd

éva eminedo d6oNC.

Edév n Hb givar > 12 g/dL anovoio petdyyiong yio tovddyiotov 3 gfdouddec, n 06on Ba mpénet
va koBvotepriost €og 6tov 1 Hb etvon < 11 g/dL. Edv vdpyet emiong tavtdypovn Toyeio
avénon g Hb amd v tiunq e Hb oty mponyoduevn 66on (> 2 g/dL evtog 3 efdopddmv
amovoio petdyyong), o mpénel va Anedel vtoyn pio peiwon 06onG Katd £va eninEdO O KATM

petd v kabvotépnon g doong.

H 860 dev mpéner va pewmbet katw amd ta 0,8 mg/kg (yio ta MAZ 1 v e€aptodpevn and
petayyioeig B-0aiacoopio) Ko katw amo ta 0,6 mg/kg (yio T pun eEopTdpeVN 0md LeTAYYIoELS

B-Oolacoopic).

H peltopévn d6on katd ) didpkela g Oepaneiog pe luspatercept divetal mopoakdato.

Hivaxkoeg 4: Mewwpévny 6661 Yo MAX

Tpéyovoa d6on Mewopévn 660
1,75 mg/kg 1,33 mg/kg
1,33 mg/kg 1 mg/kg

1 mg/kg 0,8 mg/kg

Mivakog 5: Maiopévn 66on Yo -0araccarpio

Tpéyovoa 060 Mewopévn 66on
1,25 mg/kg 1 mg/kg
1 mg/kg 0,8 mg/kg
0,8 mg/kg 0,6 mg/kg*

* Toydel povo yuo t un eoptopevn amd petayyioelg f-0aiaccaio.

Tpormomoinon e 00anc A0y avembountwy gvepyeiny

Ot 00myieg Yo T1g S10KOTEG 1] HELDOELG TNG 000N AOY® AVETBOUNTOV EVEPYEIDV GYETILOUEVDV
ue t Oepaneia pe luspatercept mapatibevion otov Iivaka 6.



Iivakog 6: Oonyieg Tpomwomoinons TG 6061g

AvemOounteg evépyeieg oyeTi{dpeveg pe ™
Ogpameia™

Oonyieg Yo T 000

AvemBountec evépyeleg Babuov 2 (PA.
mopaypapo 4.8), copmeptiapfovoprévng
véptaong Babuov 2 (BA. mapaypdpovg 4.4 kot
4.8)

. Awkoyte Tpocmpvd T Bepameio

. Hexwnote ek véov T Bepomeio otnv
TPONYoOLEVT dOCT ATV 1 AVETIOOUNTY
evépyela Peltindel 1 emavéLDeL otV
OPYIKN KATAGTOON

Yréptaon Babpov > 3 (BA. mapaypbpovs 4.4

. Awkoyte Tpocmpvd T Bepameio

ko 4.8) . Hexwnote ek véov T Bepomeia og
HELOUEVT OGN, OOV 1 OPTNPLOKT) TiEST
tebel Vo Eleyyo, CVUEOVA UE TIG 0dNYieg
peimong tng 06ong

AAAeg emipoveg avemBounteg evépyeieg foabuov | e
>3 (BA. mopaypago 4.8) o

Alokdyte mpocsmpiva T Bepameio
Hekivnote ek véov tn Bepameia otnv
TPOTYOVLEVT OGN 1) G€ PEIUEVT] OOOT
otav 1 avemBountn evépyeto PedTinbdel 1
emavELDEL otV apyIKn KotdoToom,
COUP®VA LE TIG 00MYieg pelmong TG
dooNg

Maleg eEopvehxng aponoinone (EA) mov .
TPOKOAOVV GoPapég emmhokeg (PA.
mopoypapovg 4.4 kot 4.8)

Awkoyte oploTikd T Oepaneia

* BaOpog 1: Amia, Babpog 2: pétpua, Babpog 3: fapid kot Babpog 4: ansidntucy yo ™ Lon.

HopaieipBeioec dooelc

Xe mepinton mopdreyng 1 KaBvoTEPTONG TNG XOPNYNONG TNG TPOYPUUUOTIGUEVTG 0doNC, B
npénet va, yopnynOei to Reblozyl otov acfevi 10 cuvioudtepo duvatd kot 1 60G0A0Yi0 VA,
GUVEYLIOTEL COLLPMOVA LE TT) GLVTAYOYPAPNON LE YPOVIKO JACTN A TOVAYIGTOV 3 efdouddmV
HeTA&D TV SOCEMV.

AdoBeveic oo wapovaialovy arwAEIo OVIOTOKPLTNC

Edv o1 acOeveic mapovoidoovv ammieia aviondkpiong oto Reblozyl, 8o mpénet va
a&loAoynBovv ot aitiodoykoi Tapdyovteg (.y. apoppaykd coppdav). Edv amoxielctody ta
GLVNON alTlo ATOAELONG OLUOTOAOYIKNG AVTOTOKPIoNG, Ba Tpémet vo e€etaotel T0 evOeyOLEVO
avénong g 060G OTTMOC TEPLYPAPETUL TAPATAV® Yio, TNV avTicTolyr £voelEn Bepaneiag (BA.
IMivaxo 2 kot [Tivaka 3).

Awaxonn
To Reblozyl Ba mpénet va, StaxdmTETOL GV 01 050EVELG OV TAPOVOIAGOLV LEIMOT TOV POPTIOV

petdyyong (Yo aoBeveig pe eaptopevn and petayyiosig f-0orlocoapia) 1 adénon omd v
apyn Ty g Hb amovcio petayyicewv (yio acBeveic pe un e€aptdpevn and petayyicelg
B-8aiacooio) 1 peiwon Tov goptiov petdyyiong ywpic avénon ard v apykn tiun e Hb
(710 aoBeveig pe MAZX) petd amod 9 gfdopddsg Oepanciog (3 600e1g) 610 PEYIGTO EMiMESO dOONC,
€64v 6gv 30000V EVOALAKTIKEG EENYNOELS Y10 TNV OVETOPKT ovTamdOkpion (.. apoppoyia,
YEWPOLPYIKN eméEPPact, GALEC TaVTOYPOVEC 00OEVEIEC) 1 EAV EUPUVICTEL UN OTTOdEKTN
To&IKOTNTA OTOLONTOTE GTLYUN.

Edwoi mAnbvopuol

Himawuévor
I'a to Reblozyl dev amotteiton mpocappoyn g 06ong Evapéng (PA. mapdypao 5.2).
Awtifevton meplopicpévo, dedouéva o acbeveic pe B-Oolaccatpio nikiag > 60 Tmv.



Hromiry dvalertovpyio

Agv amonteiton Tpocappoyn e 600ong Evapéng yia acbeveig e olkn yohlepvOpivn (BIL)

> av@tato puoloAoykd 6plo (ULN) /ot apvotpaveeepdon aiavivng (ALT) 1 acmaptikn
apwotpovoepepdon (AST) < 3 x ULN (BA. mapdypoapo 5.2).

Agv pmopel vo yivel cuykekpiévn euotact 60omng yia acleveic pe ALT 1 AST >3 x ULN 7
nratikn PAGpn CTCAE BaBuov > 3 Adyw Elhenyng dedopévav (BA. Tapdypapo 5.2).

Neppixn ovolertovpyio.
Agv amaiteitonl mpocappoyn d0ong o acbeveic pe o 1 LETpa veppikn ducAettovpyio
(atopukodg ekTipdpeVog puOpog orepapotikng omdnong [eGFR] 30 éwg 89 mL/min).

Agv pumopolv va yivouv GUYKEKPIUEVES GLGTAGELS 00T Yo aoBeveis [Le coPapn veppikn
dvodettovpyia (atopkdg eGFR < 30 mL/min) Aoym édienyng kKAvikov dedopévav (PA.
Tapdypoo 5.2). ‘Exel mapotnpnei 6t1 o1 acbeveic pe veppikn dveiettovpyia katd v évapén
£yovv vynAoTepn £kBeon (BA. Tapdypago 5.2). Xvvenmg, ovtoi o1 acbeveig Oa mpémel va
mapakolovfodvTal oTEVA Yo avemBouNTEG EVEPYELES Ko Ba Tpémet va yiveton avtioToryn
dwyeipton g mpocapproyng g 0oong (PA. Iivaka 6).

Toudrorpikdc TANOvoudS

Agv vrapyetl oyeTikn yp1on Tov Reblozyl otov moudiatpikd mAnBuouo yio v EvOsiEn tov
HVELOSVOTAOCTIKOV GUVOPOU®YV, | GE TALOTPIKOVG acbeveig nAtkiog kAT TV 6 TRV yio TN
B-8olacoopio. H acedieia kot n anotedespotikdtnta tov Reblozyl otovg mandiotpikong
aoBeveic nhxiog amd 6 eTdv £wg KATO TV 18 etV dev £xovv axdua TEKUNPLOOEl Yo T
B-0aiacooipio. o pn khvika dedopéva, PA. Tapdypoao 5.3.

Tpomog yopnynong

IMa vrodopla ypnon.

Metd v avoaocvotact, o odivue Reblozyl o mpénet va eyyéetar vtoddpia 6Tov dvm
Bpoyiova, Tov unpd 1 v Kotk yopa. O akpiPng cuvolikdg 6ykog S0GoA0YING TOV
avaoLGTAOEVTOC SIHAVUOTOG TOV amaLTEITAL Yiot TOV ac0evn) Ba mpémet vo vVTTOAOYIGTEL Kot Vol
e€ayOel apyd amd to(a) eroridio(a) povinpovg 666nG, o€ pia GOPLYYa.

O CVVIGTOUEVOG UEYIGTOG OYKOG PAPHOKEVTIKOD TPO1dvTog ovd BEom éveong etvan 1,2 mL. Edv
amartovvtal teptocotepa and 1,2 mL, o cuvoAikdg 6ykog Ba Tpémel va ywpileton oe EExmPLOTES
EVEGELC TOPOLLOI0V OYKOL Ko va, yopnyeital o€ Eeymplotéc BEoelg e ypnomn g idtag
OVOTOLIKNG TTEPLOYNG OALG GE avTiOETEC TAEVPES TOV CMUATOC.

Edv amartovvtor moALomAEg EVEGELS, TPETEL VA, YPTCLLOTOLEITAL VEX GUPLYYa Kal BEAOVA Yo,
Kké0e vTodOpLa Eveom. Aev Ba TpETEL va yop1YOUVTAL TEPIOTOTEPES TNG Uig 0OGNC amtd €val
QLokidio.

Edv to duidvpua Reblozyl éyel yoyOel petd tv avacvotacn, 0o tpénet vo apaipebel omd o
yoyeio 15-30 Aemtd mpv amd v €veon, doTE va pTdoet o Beppokpacia dopatiov. Avtd Oa
KAveL TNV €VEST) O AVETT).

I"a 0dnyieg oyetikd pe TV 0vacHGTAGT) TOL POPUAKEVTIKOV TPOTOVTOG TPV 0o T XOPNyNon,
BA. mapdypapo 6.6.

4.3 Avtevosigelg

. YrepevoioOnoio 61N dpacTikn ovcia 1| 6 KAmo1o amd T £KO0YA TOV AVOPEPOVTOL GTNV
Tapypoo 6.1.
o Konon (BA. mapdypago 4.6).



o Acbeveic mov yperdlovtor Bepameio yio va tebel vd Eleyyo n avamtuén palov EA (BA.
mopaypopo 4.4).

4.4 FE101kég TPOEIOOTOMGELS KO TPOPVAAEES KATA TN Y(p1jo

Iyvnioowdtro

[Ipokeévov va Bertiwbel n yvnAacuodTTo TV PLOAOYIK®V POPUUKEVTIKGV TPOIOVI®V, TO
Ovopo Kal 0 aplOpog TaPTIONS TOL YOPIYOVLEVOL GUPUAKOV TPETEL VO, KATAYPAPETAL LIE
GOQVEL.

Opouposuforkd coupfdvra,

e aoBeveig pe B-Ooiacoaipia, avapépdnikay Opopufoepporikd coppdvta (TEE) oto 3,6%
(8/223) tv acBevov mov EhaPav Oepancia pe luspatercept 6tn SUTAG TVEAY PdoN TG
TPOEYKPLTIKNG LEAETNG o€ acbeveig eEapTdpevous amod petayyioeis kot oto 0,7% (1/134) tov
0o0evdv KoTd TN O1PKELN TG PACNS OVOLYTNG EMICTUOVOTC GTIV TPOEYKPLTIKY| LEAETY], GE N
eEaptmpevoug omd petayyioelg acbeveic. Ta avapepopevo TEE mepidapufovay ev 1o fadet
APk Opoupwon (DVT), OpduPwon moraiog AEROC, TVELLOVIKT EUPOAT, 1O AUIKO
EYKEPOMKO emEIGOO10 Ko emimoAng Opopoerefitida (PA. mapdypapo 4.8). OAot o1 acbeveig pe
TEE eiyav vropinbei oe omAnvektopn Kot lyov TOLAGYIGTOV Evay GALO TOPAYOVTH KIVOUVOU
vy v avantoén TEE (.y. iotopikod Opopfokvttdpmong 1 cuyyoprynon Oepaneiog oppovikng
vrokartdotaong). H eppdvion TEE dev cuoyetiotnke pe avénuéva eninedo Hb. To mbovo
opelog amd T Bepancia pe luspatercept Oa mpémel va otabpileton Evavtt Tov duvNTIKOD
Kwvdvuvou eppdaviong TEE og acBeveic pe B-0aiaccoptio pe omAnvektoun Kot GAAOLG
mapdyovteg kvdvuvou yio tnv avartuén TEE. H Opopuforpo@idraln copupmva pe Tig Tpéyonceg
KAvikég 0dnyieg Oa mpémel va AapPdvetar veoyn oe acbeveig pe P-Oalaccatpio Tov datpéyovy
VYNAOGTEPO KivouVvO.

Y acbeveig pe MAZ, avapépOniav TEE oto 3,9% (13/335) tov acbevav mov élofav Oepancio
ue luspatercept. Ta avapepdueva TEE nephdpupovoy eyKe@aAlkn 1oyoiio Kot oyyeoko
gYKeQoAKo enelcddo oto 1,2% (4/335) tov acbevav. Ola ta TEE napovoidotnroy o
ao0eVElg [1E OMUOVTIKOVG TOPEYOVTEG KIVOHVOL (KOATIKY] LOPLOPVYT, EYKEQOAKO ETEIGOO10 1|
KOPSLOKN aVETAPKELD KOl TEPLPEPIKT aryyElomdOela) Kot dev cuoyetiotnkay pe avénuévn Hb,
avénuéva enineda oLOTETAAIDV 1) VITEPTACT).

Mélec eE@pveMKNC aLomToinong

e aoBeveig pe e&optapevn amd petayyioelg f-0oiacoapia, Topatnpndnkay paleg
eEopvelkng arpomoinong (EA) 610 3,2% (10/315) tov acbevav mov ElaPav Bepaneio pe
luspatercept 6TV TPOEYKPITIKY LEAETN KO OTN UEAETN LOKPOYPOVIOG TTOPaKOAOVON oG,
SOUTTOOTO GUUTIEONS VOTLioL poglol Adyo palov EA napovcidotnkay oto 1,9% (6/315)
v acBevov mov hafav Oepamneia pe luspatercept (BA. mapdypapo 4.8).

Y& aobeveic pe un e€aptmdpuevn and petayyioeic P-0aracoouio, Tapatnprinkav ualec EA oto
6,3% (6/96) twv acBevov mov Ehafav Oepaneia pe luspatercept 6TV TPOEYKPITIKY UEAETN.
Yvumieon Tov votiaiov poelod Aoyo palov EA tapovoidotnke oto 1% (1/96) tov acbevov
7ov éhaPav Oepameia pe luspatercept. Katd ) d1dpkeio Tov TUAUATOSG OVOLYTAG ETLICTLOVGT|C
g pekétng, mapatnpndnkav palec EA og 2 axoun acbeveig yio cuvolikd 8/134 (6%) acBeveic
(BA. mapdaypago 4.8).

Ot acBeveic pe palec EA pmopel va mopovcidlovy emideivmon avtdv Tov woldv Kot ETTA0KES
katd  ddpkela e Bepameioc. Ta onpeia Kot o cupnTOUOTO EVOEYETAL VO S1OPEPOVY
avdioya pe v avatopukn teptoyn. Ot acBeveic Oa mpénet va mopakorlovBovvran Katd TV
évapén kat katd T oldpKelo TG Depomeiog Yo GUUTTOUATO, KOl GNUEIN 1) EXTAOKEG TOV UTOPEl
va Tpokvyouvy ond Tig pates EA kat va vmofdiiovion og Bepameio cOUPOVA [E TIG KAIVIKEG



KatevBuvnpleg odnyiec. Xe mepintmon cofapmv emmiokmv Aoy palov EA, n Bepaneia pe
luspatercept mpémnel va SloKOTTETAL.

AvEnuévn aptnplokn wicon

Xe mpoeyKpITIKEG pehéteg oe MAX ko B-Boraccaia, o1 acBeveic mov EhaPav luspatercept
glyav péon advénon Trng GLGTOAIKNG KO SILGTOAIKNG OpTNPLaknG Tieons éog kot S mmHg amod
v apykn T (PA. mapdypoeo 4.8).

ITapanpndnke avénuévn enintoon T VLEPTAONS KOTA TOVE TPMTOLG 12 unveg Bepaneiag oe
aoBeveig pe un eEaptmpevn and petayyioelg B-0aiacooiio wov Erapav Oepaneio pe
luspatercept (BA. mapdypogo 4.8).

H Oepaneio mpémel va Egkvd povo av m aptnplaxn mieon €xet tebel emapkdc vo Eleyyo. H
aptnplokn mieon Oa mpénel va mapakolovbeiton Tpv and kabe yopnynon tov luspatercept. H
d0o tov luspatercept evdéyetar vo, amaltel TpooapUoyn 1 Uropel vo KoduoTtepnoet Kot ot
aocBeveig O mpémel va vroPAnBovv oe Bepameia yio VTEPTAGT), COUPOVO. LLE TIG TPEYOVOES
KAvikég katevBuvinpieg odnyieg (PA. Ilivaka 6 oty mapdypago 4.2). To mbavd 6eelog tng
Oepaneiog pe Reblozyl 0o mpénet vo emavaéloloyeital o€ mepintomn EXIUOVIG VAEPTAGIC N
TOPOEVVCEDY TPOLTAPYOVGAG VITEPTACTG.

Tpavuotikd KaToypo

e aoBeveig pe e&optapevn anod petayyioelg f-0olacoarpia, TopatnpONKoyV TPOVUATIKA
katdypota oto 0,4% (1/223) tov acbevav mov Eafoav Oepomeio pe luspatercept.

e acBeveig pe un e€aptdpevn and petayyicelg f-0oiaccaipio, TopatnpnoOnKay TPow LTI
katdypota oto 8,3% (8/96) tov acbevav mov Elafav Bepancia pe luspatercept. Ot acOeveig Oa
TPEMEL VO EVILEPMDVOVTOL Y10 TOV KIVOLVO TPOLHOTIKOD KATAYLOTOC,

"Exdoya

lepiexrikotyTo o€ vaTpio

AvT0 TO POPUAKEVTIKO TPOIOV TTEPLEYEL AYOTEPO atd 1 mmol vatpiov (23 mg) avd d6om, sivor
avtd OV ovopdovpe «EAeVOEPO VaTpiovy.

Lepiextikotnra oe [lolvoopPixo 80

Av10 10 Pappakxo mepiEyel 0,1 mg molvcopPikov 80 g kbe PraAido 25 mg 1 0,3 mg
moAvcopPikod 80 oe kabe proridio 75 mg wov wodvvapel pe 0,2 mg/mL. Ta moAvcopPikd
UTOPEL VO TPOKOAEGOVY OALEPYIKEC OVTIOPACELC.

4.5 Aliemopdosic pe Ghlo QUPUOKEVTIKG TPOIOVTA KoL GAAES popPES
aAAreniopaong

Agv &govv mpaypotonom el emionueg KAvikég peréteg addniemdpdoewv. H tavtdypovn yprion
ANMKOV TOpayOVI®V GLONPOL dev gixe Kapio EXiOPAcT TN POPUAKOKIVITIKN TOL luspatercept.

4.6 TovipétnTa, KONON KOL Yarovyia

T'vvaikeg og ovarapayoyikn nAkio / AVTIIGOAANYT GE YUVOIKEC

O1 yovaikeg 6€ avomopay®yikn nAKio TPETEL VO, XPTGLLOTOI00V OTOTEAEGLLOTIKY OVTIGOAATYN
Katd tn diapkela g Oepameiag pe 1o Reblozyl kat yio tovAdyiotov 3 ufveg petd tnv teAevtaio
doon. [Ipwv amd v évapén g Oepaneiag pe Reblozyl, mpénet va yivel 10T KuNoE®S Y1Q
YOVOIKEG GE OVATOPOY®YIKT NAKio kot TpEnet va, 000sl 1 kdpTta acBevovg.



Kdnon

H Oepaneia pe 1o Reblozyl dev o mpénet va Eekivioet edv 1 yovaika givar £ykvog (PAEre
Tapdypoo 4.3).

Agv vapyovv KAvikd dedopévo oyetikd pe ™ xpnon tov Reblozyl oe eykvovs. MeAéteg og
(oo katéder&av avamapoywykn toéikomra (BAéne mapdypago 5.3). To Reblozyl
avTevdeikvLTaL KOTd TNV dldpKeta G kKomong (PAEne mapdypago 4.3). Eqv pia acOevng peivel
éyxvog, 1o Reblozyl Oa mpénetl va dtokomei.

Onioouodg

Agv gival yvoot6 €dv to luspatercept 1| ot petafoAitec Tov amekkpivoviatl 6To avOpdmTivo yoAa.
To luspatercept aviyvevdnke oto Yoo Onraloviov emypoav (PAErE Tapdypapo 5.3). Adym tov
AYVOoTOV avemBountov evepyelmv tov luspatercept o€ veoyva/Ppéen, TpEREL Vo amoQacioTel
€dv Ba drokomel 0 Onhacpog katd ™ ddpkela ¢ Oepaneiog pe Reblozyl kot ya 3 unqveg petd
v teAevToia 06on 1 €dv Oa drakomel 1 Oepaneia pe to Reblozyl, Aaupdvoviag veoyn to
0peL0g Tov ONAacpov Yo To Tondi kol To 6peLog TG Bepameiog Yo Tn yuvaika.

Tovipémro

H enidpaon tov luspatercept 6tn yovipdtnto otovg avlpdmovg givatl dyvootr. Me Bdon ta
gupnuata og (do, to luspatercept umopei va 0écel o kivovvo ) yovarkeio yovipdtnra (PAEne
Tapdypoo 5.3).

4.7 Emopacels 6Ty IKavoTnTo 001Y161S KUl YELPLEROD UMY OVI|LETOV

To Reblozyl et o pikpr| enidpacr TNV KOVOTNTO 00N YNONG KOl XEPIGHOL pnyovnudtov. H
KavOTNTA OVTIOPUOTG KOUTA TNV EKTEAECT] QLTAV TV EPYOCIAOV UTOPEL VO ETNPENCTEL AOY®
Kvduvev kOmwong, iyyov, {4Ang 1 cuykomng (BA. mapdypago 4.8). Xvvenmg, 0o mpénel va
ouvioTdrtol 6tovg acheveic va Tpocéyovv pEXPL va LABovV TUYOV EMTTMOGCELG GTNV IKOVOTNTA
TOVG VO, 0O YOUV KOl VO (PT|CLULOTOLOUV LI OVILOTO.

4.8 AvemOOuNTESG EVEPYELES

TIepiAnyn tov TPoik oc@aAeiog

o Moelodvoniaotikd. advipouo.

O1 o LYV avaEEPOUEVEG AVETIOOUNTES EVEPYELEC OTO PAPLOKO g 000gVELG OV Aapfdvovy
7o Reblozyl (tovAdyiotov 610 15% tov acBevav) Ntav KOrTmon, didppota, vavtia, eEachévion,
CéAn, oidnpa meprpeptkd kot ooPLOAyio. Ot o GLYVE aVaPEPOUEVES AVETIOVUNTEG EVEPYELEG
670 Qapuroko Babpov > 3 (tovddyiotov 6to 2% TtV acbevav) tepiidpfovay Eneicooio
vréptaong (12,5%), cvykonn (3,6%), dvamvoia (2,7%), koTmon (2,4%) kot OpopPomevia
(2,4%). Or o ovyva avagepoueveg cofapéc avemBOUNTES EVEPYELEC GTO QAPLLOKO
(Tovrhdyrotov oto 1% TV 0cbevav) ftav  ovporoinmén (1,8%), n dvervola (1,5%) kot n
ocpuaiyia (1,2%).

E&acBévion, komwon, vavtia, d1dppola, vaEptact, dOvomvota, (AAn kol kKeQalolyio
mapaTnPHONnKay cvyvoTepa KAt TN S1APKELD TOV TPAOT®OV 3 unvev Bepaneiog.

H daxonn| g Bepameiog Aoyw avemBountov cvpfdvtog napatnpnnke oto 10,1% tov
acBevav mov EhaPav Bepameia pe luspatercept. O mo cuyvog AGYOS Yot TN SLKOTY| TNG
Bepaneiog oto okélog Bepaneiog pe luspatercept nTav 1 e£EMEN Tov vtokeipevov MAX.

Kabvotepnoeig g 06onc Adyw Hb > 12 g/dL mpwv amd tn yopnynon e 60omg onueidonkoy
010 24,3% 10V acBevav mov éraPav Oepancio pe luspatercept.



o Eloptauevn amo uetoyyioeig p-0otaoooiuio

O1 710 GVYVE AVaPEPOUEVES OVETIBVUNTEC EVEPYEIEG OTO PAPUOKO o€ acbeveig Tov Aapfdvovy
10 Reblozyl (tovAdyiotov oto 15% tv acbevav) ftav Ke@alodyio, 06TIKOG TOVOG Kot
apBpodyio. H cuyvotepa avapepbeica avemBountn evépyela oto gappoko Babuov > 3 frav
vrepovpryoipio. Ot mo cofapés avembounteg evépyeleg mov avapépdnkay teptAdupavay
OpopPoepfoikd copPavra ev T Padet prePikng OpduPwonc, 1oyoKkd eYKePAAKS ETEGOS10,
Opoupwon moraiog pAEBac kot Tvevpovikn uPoin (BA. Topdypago 4.4).

O ooTiKO¢ TOVOGS, N e€acbiévion, N kKON, 1 {AAN Kot 1) KEUANAYiO TOPOVGIAGTNKAY
GLYVOTEPU KATA TOVG TPAOTOVS 3 unveg ¢ Oepameiag.

Awxomn g Bepameiog Ady® avemBountng evépyelag Tposkuye 610 2,6% Twv aclevodv mov
éhaPav Oepomeio pe luspatercept. Ot avemBounteg evépyeleg mov 00N yNoay 6T SLOKOT TNG
Oepaneiog oto okélog Bepaneiog pe luspatercept Ntav apBpadyic, ospuaryio, 00TIKOG TOVOS Kot
KEQUAAAYiL.

o Mpn eloprouevy and ueroyyioeig f-Ooracooiuio

O1 710 GLUYVE avaPEPOUEVEG AVETIODUNTEG EVEPYELEC GTO QAPLOKO og 0obeveig mov AduPavay to
Reblozyl (tovidyiotov 610 15% tmv acBevav) fTav 0otikdg TOVoC, kepaiaiyio, apbpaiyia,
oGLUAyia, Tpodméptacn Kot vaéptact). H mo cuyvd avaeepduevn avemiBountn evépyesia
Babpod > 3 kat wo cofapn (tovidyiotov 610 2% TV aclevdv) HTav T TPOVHOTIKO KATOYLLO.
Yvumieon Tov votieiov puedod Aoym poalov EA topovoidotnke oto 1% tov aclevaov.

O 06TIKOG TTOVOG, 1| 0GPLAAYid, 1| AOTU®EN TOL AVATEPOL OVOUTVELGTIKOD, 1 apBpodyia, N
KePaAodyio Kol 1 TPOHTEPTACT] TAPOVGIAGTNKAV GLYVOTEPO KT TOVG TPMTOVS 3 UVES TNG
Bepamneiog.

H mhelovotnto tov avemfOunTmv EVEPYELDY GTO PAPUOKO NTOV U1 GOPOpPEC Kot dgV
amottovoav dwaxomnr. Atakon g Bepameiog Aoym avemBOung evépyetog mpoékvye oto 3,1%
v acBevov mov Ehapav Oepameia pe luspatercept. Ot avemBOuNTES EVEPYELEC TOL 0ONYNGOV
o™ dwokom ¢ Bepameiog tav 1 cuuTieon Tov votiaiov PVeA0D, 1 EMUVEAKN alpnonoinom
Kot 1 apOpaiyio.

ITivakog overt@duntwy evepyELHV

H vymAotepn cuyvotnta yio kdbe avemBountn avtidpaocrn mov topatnpnonie Kot avoeéponie
o€ ao0evelg oTIg TpoeykpITIKES peAétec o€ MAX kot B-Baiacoaipio kol ot HEAET
HaKPOYPOVIOG TapokoAovBnong mapovotdletarl otov [ivaxa 7 mapakdtm. Ot avemBounteg
evépyeleg TapaTiBEVTOL TOPUKAT® OvE KATNYOPio/0pyoviKd GOGTNIE KOL TOV TPOTIUDUEVO OPO.
Ot ouyvotnteg opilovtol wg: ToAD cuyvég (>1/10), cuyvéc (=1/100 émg <1/10), oy ovyvég (=>1/1
000 £w¢ <1/100), omavieg (>1/10 000 £mg <1/1 000), oAb omdviec (<1/10 000) ko un yvmoTég
(dev pumopovv va extiunBobv pe Pdon ta Stbéoipa dedopéva).
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Mivakog 7: AvemOBopnteg evépyereg poppdkov (ADR) o€ ac0eveic mov éhapav Reblozyl yia
MAZX fy/xon B-00locoorpio oTIC TECGEPELS TPOEYKPLTIKES NEAETES

ocvppavra!Y: V1

Katnyopia/opyaviké coctnpo MpotTipdpevog YoyvomrTa YuyvotnTa
o6pog (xa0g Babpov) | (kaOs PaBpod)
v MAX o
p-0aracompia
AONAEELS KUL TOPUGITAOGELS Bpoyyitda Xoyvég Xoyvéc
oVpoAOiH®EN IToAv ouyvég Suyvég®
AotpméEn ¢ Xoyveéc
OVOATTVELGTIKNG 000V
AolpmEN Tov Xoyveéc IToA0 cvyvéc®
OVMTEPOL
OVOTVELGTIKOV
ypimn Xoyvég IToA0 cvyvég
AWTapay£S TOV GipOTOS KOL TOV | eEOUVEATKN Mn yvootig Suyvég
LERPIKOD GUGTHNOTOC awpomoinon ! ocvyvotnrag' !t
Opoppomevia Suyvég
Awtapayés Tov avosomomtikod  (vrepevarcinciol V! | Zuyvég Xoyveég
GULGTILATOG
MetafolMkég Kol OLATPOPIKES VIEPOVPLY LI Suyvég Suyvég
dratopayég apvddTmon Soyvég
pelopévn opekn Xoyveég
dwoTapayn IToAv ouyvég
1G0ppoTiag TV
nAektporvtdvX
Yoyratpkég owotapoyés abmvia Suyvég IToAd cuyvéc
ayxog Xoyvég Xoyvég
gvepedioToOTNTA Xoyvég
GLYYVLTIKN Xoyvég
KOTAOTAON
AWTOpayES TOV VELPLKOV Cén IToA0 cvyvég IToA0 cvyvég
OVGTRATOG KeoAaryio TToAD cuyvég TToAD cuyvég
Nuucpavia Soyvéch
ovunieon votioiov Xoyveég
poedod V!
GULYKOTH/TPOGV- Xoyveég Toyvec
YKOTN
AWTapay£S TOL MTOS KL TOV Alyyoc/oTaTikog Suyvég Suyvég”
Aafopiviov tAtyyog
Kaopowukéc owatapayés KOATTIKT LOPHLOPLYT] | X0y VEC
KOPOLOKT Suyvég
OVETAPKELN
Ayyewokég Swatapayés TpoLTEPTAOT IToAd cuyvéc
vréptoon™ V! TToAd cuyvég TToAd cuyvég
TaLKoPSia Suyvég
OpouPoepforka Xoyvég Xoyvég
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YELPIO POV

Kotnyopia/opyaviké cootyna IpoTindpevog YoyvotnTo YoyvétnTo
opog (kG0¢ Pabpov) | (kaOe faduov)
v MAX o
p-0aracompia
AvanveuoTikéS, 0mpoaKikég Prxoc IToAv ouyvég
owrapayig ke owrapayis emicToén Toyvéc Toyvéch
necoBopaxiov dvonvora V! TToAD cuyvég Zoyvég
T'aotpevrepikés draTapayés KOIMOKO GAyog Xoyvég TToAD cuyvéch
KOIALOKT) SuoQopia | Xuyvég
ddppota IToA0 cvyvég IToA0 cvyvéc®
vavutio IToAv ouyvég IToAv ouyvég
AWTopayES TOV OEPRATOS KOL TOV | VIEPIOPOGIN Xoyveég
VT030PLOV 16TOV
AWTOpayES TOV PVOGKELETIKOV oocQuaAyio IToA0 cvyvég IToA0 cvyvég
GUGTINOTOG KOL TOV GUVIETIKOD | 5000 yio! Tuyvéc TToAb cuyvéc
1670V VI . , .
00 TIKOG TOVOG Zoyvég IToA0 cvyvég
pooiyio Suyvég
poikn advvapio Xoyvég
AWTOPAYES TOV VEQPAV KOL TOV | TPOTEIVOLPIQ Zuyvéch
0VPOPOP®Y 06DV AsvKopATIVOLPiOL SuyvécP
veppikf BAGPN X Soyvéc
Ievikég dwatapoyés kKo U1 KopdlaKo Suyvég
KaTaoTdosg 611 0éom ropiynong | Oopakicd drhyog
YPUI®ONG cvvopoun | Zuyvég
KOO IToAv ouyvég IToAv cuyvéc”
eEachévion IToAv ouyvég IToAv ouyvég
OvTIOPAGELS GTO Xoyvéc Xoyvéc
onueio éveong™ V!
oidnua mepipepkd | [ToAd cuyvég
Mopaxivikég eEeTdoelg ovénuévn Xoyvég Soyvécy
QUVOTPOVOPEPHON
g aAavivng
avEnpévn Yoyvec IToAb cuyvécy
OGTTOPTIKY|
OULVOTPOVOPEPAOT
avEnueévn Yoyvec IToAb cuyvécy
yoAepuBpivn
oipaTog
avénuévn Suyvég
Y-YAOLTAUVATPOVCP
gpaon
Koxdosig, onintnprdcsis kot TPOVLOTIKO Zuyvéch
eMATAOKES 0EPATEVTIKDV Katoypa!

Ot 1écoepelg mpoeykprrikés perétes eivat ot ACE-536-MDS-001 (MAZX pe avBektikdtnta 1) ducaveio oe ESA),
ACE-536-MDS-002) (MAX), ACE-536-B-THAL-001 (e&aptdpevn amd petayyioels f-Oaiocoario) kot
ACE-536-B-THAL-002 (un e&optodpevn and petayyioes f-Oaracoonic).
'H vrepevarcOnoio nephopféver oidnue Brepdpwv, vrepevaicdneio 6to eappoko, TpRELO TOL TPOCOTOV,
TEPLKOYYLKO 010N L0, 0IdNLOL TPOGMTOV, aryyEL0idn e, TPHEO TV XEMDVY, EEAVONUA amd TO EAPLLKO.

I'H vrépraon nepirapfdver Ty 1d1omadf vaéptoaot, Ty VIEPTACT KoL TV VIEPTAUGIKT Kpion.
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O avtidpdoeig oto onueio £veong mepthapPavouy epibnua 6to onueio éveong, kvnopd 6to onueio éveong, oidnua
oto onpeio éveong Kot e&avOnpa oto onpeio £veong.

V' Ta TEE nepiopBdvouy ev 1o Bddet pAePicr 0pouBoon, 0pdupwon muraiog eAERAG, 16YAIKO EYKEPAMKO
€MELGOBI0 KOl TVELLLOVIKT ELPOAT].

V'H ovyvomro Baciletar oTig epyactnprakés Tyég omotovdnmote Badpod.

VIBA. moapdypago 4.8 «Ileptypagn emAeypévov ovembOuNTmV EVEPYELOVY.

VIL AvapépOnke povo petd v Kukhogopio otny oyopd.

VILH Homvolo mepthapPaver T dvonvola oty kOnwon yia t perétn ACE-536-MDS-002.

XH Swrapayr] icoppomiog tov nrektpolvtdv mepihapfaver Stotapayég Tov PETOfOACHOD TV 0GTMY, TOV
acPeotiov, TOL Hayvnciov Kot Tov POGPAPOV, Kot TAONGELS TG LGOPPOTING TMV NAEKTPOAVTAV KOl TOV VYPOV.
X H ADR nepihapBaver mapopuotovg/opodonomuévong 6povg.

* ADR mov mapatnprionikav ot perétn ACE-536-B-THAL-001 yw v e€aptdpevn and petoyyioels
B-Boracoarpio.

P ADR mov mapatnpridnkav ot perétn ACE-536-B-THAL-002 yio t pn eéoptdpevn and petayyiceig
B-6oAacooipio.

TIeprypaon smdeyuévav avemBountwyv EVEPYEIOV

OoT1iKO¢ TOVOS
O ooTikog Tovog avapépOnke 6to 2,4% tav acbevav pe MAZ mov éhafav Beponeia pe
luspatercept pe 6Aa to cupfavta vo givor fadpov 1-2.

O ooTtikog Tovog avaeépOnke ato 19,7% tov acbevov pe eEaptdpevn amd peToyyicelg
B-Bolaccopio mov Elapav Bepaneio pe luspatercept (ucovikd papuaxo 8,3%) pe ta
neplocoTeEPa svuPavta (41/44) va givon fabpov 1-2 kou 3 cvpfavta Babpov 3. Eva and ta
44 copupdavto frav coPapd kot 1 copPdv 0dnynoe oe dokon| g Oepaneiag. O 00TIKOC TOHVOG
NTav To cuyvog Tovs TpdTovg 3 unves (16,6%) oe cuykpion pe Tovg pnveg 4-6 (3,7%).

O o0011K6G TOVOC avapépbnke 6to 36,5% TtV acBevav pe pun eEaptdpevn and pHeTayyicelg
B-Oolaccouio wov Ehapayv Oepameio pe luspatercept (eucovikd papuaxo 6,1%) pe ta
neprocotepa ovpPavta (32/35) va ivor Babpot 1-2 kon 3 copPavta Babuov 3. Kavévag
acBevng oev diEkoye T Bepaneio AOY® 0GTIKOD TOVOUL.

ApBpolyio
H apBpaiyia avapéplnke oto 7,2% tov acbevav pe MAZ mov éhafav Oepaneio pe luspatercept
ue 1o 0,6% va gival > Badpov 3.

H apBpaiyia avapépOnke oto 19,3% 10V acBevav pe eEaptdpevn amd petayyicels
B-Baraccoio mov Ehapav Bepameia pe luspatercept (eucovikd eappako 11,9%) ko odnynoe oe
dwokomn ¢ Oepamneiag og 2 acBeveic (0,9%).

H apBpaiyia avapépinke o1o 29,2% 10V acBevav pe un eEaptdpevn amd petayyioelg
B-0olaccauio wov Ehapav Oepaneio pe luspatercept (eucovikd eapuaxo 14,3%) pe ta
neplocoTEPa svuPavta (26/28) va givorl fadpov 1-2 kot 2 soufavta Badpod 3. H apOparyia
odnynoe oe daxont| T Bepaneiog oe 1 achevn (1%).

Yréproon

Ot acBeveic pe MAX kon B-0aiaccopio mov Ehafav Bepaneio pe luspatercept iyav péon
avENoT OTN GUGTOAIKN Kot SIUCTOALKN apTNplokh Ttieor £m¢ kot S mmHg amd v apyikn T
7oV dev mapaTNPNONKe o€ 0sbeveig mov EAafav eIKOVIKO PAPLLOKO.

Ene1c0d10 véptoong avaeepdnkay oto 12,5% tov acbevav pe MAX nov éhafav Bepaneia e
luspatercept (ewovikd @appoako 9,2%). Eneio6d1a vréptaong Pabuov 3 avaeépbnkay ce
25/335 acbeveig (7,5%) mov élafov Oepameio pe luspatercept (eikovikd eappoko 3,9%).

Yréptaon avaeépdnie oto 19,8% tv acbevov pe pun eEoptopevn omd petayyicelg
B-Bolaccopio mov Edafav Bepaneio pe luspatercept (sucovikd papuaxo 2%). Ta tepiocdTEPa
ocvppavta (16/19) frav Babuov 1-2 pe 3 cvpfdavra Pabuov 3 (3,1%) oe acbeveic mov Ehafav
Bepamneia pe luspatercept (ewovikd pdpuaxo 0%). [apatnpnOnke avénuévn enintmon g
VIEPTACTG LLE TNV TAPOSO TOV XPOVOL Yl £mG kal Toug 8-12 unveg o€ acbeveig pe un
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e€aptdpevn anod petayyioelg B-0aracoatpio mov Elapayv Bepaneia pe luspatercept. BA.
mopaypopo 4.4.

Yréptaon avaeépnie oto 8,1% tov acbevav pe eEaptopevn and petayyicelc B-0aiacoapio
mov Elafav Bepancio pe luspatercept (sikovikd pappoxo 2,8%). BA. mapdypago 4.4. Zoppdvta
Babpov 3 avapépOniay o 4 acbeveic (1,8%) mov Elafav Bepancio pe luspatercept (sikoviko
oappaxo 0%).

YrepevaroOnoia

Ot avtidpdoeig Tomov vepevalcOnciag teptidupavay oidnua Tov Breedpwv, viepgvucincio
070 QAPUOKO, TPHEYLO TPOCHTOV, TEPIKOYYLKO 010N, OIONO TPOCHTOV, Uy YEL00ION L,
TPNEWO TV YEMDV Kal EAVONUA AOY®D QUpPUAKOL.

AvT1dpacelg TuToL vrepevaicinaiog avaeépbniay oto 4,6% TV acbevav pe MAZ (sikovikd
eapuako 2,6%) pe oA ta copPdvto va givar fabuov 1-2 otovg acbeveic mov rafav Oepameia
ue luspatercept.

Oidnua TpoodTov TaPoLcioTnKe 610 3,1% TV acbevav pe un eoptduevn omd petayyicelg
B-Oolacoatuio (eucovikd eapuaio 0%).

Avtdpdoeig TOnov vepevancOnoiog avapeptnkay oto 4,5% tov acbevov pe eEaptapevn and
uetayyioeig B-0arhaccopio (eucovikd edpuaxo 1,8%) pe 6Aa ta copfdva va ivar faduov 1-2.
H vrepevaiohnocio odnynoe oe drokonn tng Oepaneiag oe 1 acbevn (0,4%).

AVTIdpaoels ato onueio Eveons
Ot avtidpdoeig oto onpeio éveong mepiidpPovay epdbnua oto onueio €éveong, KVnouUd Gto
onpueio éveong, oidnpa 6to onpeio éveong ko eEGvOnua oto onpeio éveong.

AvTidpacelg oto onueio éveong avapépdnkav oto 3,6% tov acbevav pe MAX.

Avtidpdoelg oto onpeilo eveong avapépbnkay oto 2,2% tov acbevav pe eEaptdpevn amod
petayyioeig B-0arhaccoipio (eucovikd papuako 1,8%), evd 6Aa ta cupfdvto frav faduov 1 kot
KOVEVO OEV 00NYNCE GE SLOKOTN.

AvTi0pacelg oto onueio éveong avapépdnkay oto 5,2% tov acbevav pe un eoptopevn ard
petayyioeig B-0arhaccopio (eucovikd edapuaxo 0%), evad 6Aa ta coppdvto fray faduov 1 kot
KovEVO OeV 00NYNGE GE SLOKOTN.

Opoufosuforixa coupava
Ta TEE mepirapfavav ev 1o Padet prefin Opoppfmon, Opopfmon moraiog eAEPAS, 1oYOULIKO
EYKEPUAIKO ETELGOS10 KO TVEVUOVIKT ELPOAN.

TEE avagépbnkav 610 3,9% tov acbevov pe MAZ (gikovikd edppoko 3,9%). Ta avapepdueva
TEE mepilapfovay eykeparkn woyopio kot ayyeloakd eykepoikd eneicddio oto 1,2% tmv
acBevav. OAa ta TEE mapovoidotniay og acheveic pe onuavtikovg mopdyovteg Kivouvou
(KOATIKN LOpUAPLYT, EYKEPOALKO ETEIGOOI0 1] KOPOLOKT] OVETAPKELD KO TEPLPEPIKT
ayystomadeia) kot dgv cvoyetiotnkav pe ovénuévn Hb, avénuéva eninedo arpometariov 1
vréptaoct. BA. mapdypapo 4.4.

TEE mapovoidomrav oto 3,6% tov acbevav pe eEaptodpevn omd petayyiosis f-olooccaitio
7ov éhaPav luspatercept (eucoviko dapuako 0,9%).

TEE (emmoAnc Opoppoorefitidon) mapovoidotnie oto 0,7% tov acbevdv atn @don avorytg
EMGNUAVONG TNG TPOEYKPLTIKNG HEAETNC ot un e€aptduevn amd petayyioelg B-0aiaccaiio.

O)a ta TEE avaeéptniay og acBeveic mov glyav vrofindei oe ominvektoun ko giyov
TOVAGYIGTOV €vay GAAO TTapdyovTo Kivovvov. BA. mapdypago 4.4.
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Malec eCouverixne opomoinons

Mdlec EA mopovoiaomkay og 10/315 (3,2%) acBeveig pe e€aptdpevn amd peETOyYioelS
B-Bolaccopio mov AdpPovay luspatercept (eucovikd papuaxo 0%). [1évte cvpPavta nTov
Babpov 1-2, 4 copfavta rav faburov 3 kot 1 coppav oy Babuot 4. Tpeig acbeveig diékoyav
™ Oepaneio Adym palov EA. BA. mapdypoeo 4.4.

Madleg EA mapovoidomrkav og 6/96 (6,3%) acBeveig pe pn eaptdpevn amd Letayyicelg
B-Oolaccopio wov AdpPovay luspatercept (eucovikd papuako 2%). Ot tepiocotepeg (5/6) Nrov
Babuov 2 kai 1 frav Pabuov 1. Evag acBevrig diEkoye tn Bepaneio Aoy palov EA. Katd ™
SLIPKELD TOV TUNLOTOC OVOLYTNG EMONUOVOTG TNG UEAETNG, TapatnpnOnkay palec EA og 2
axoun acdevels yioa cuvolika 8/134 (6%) acbeveic. Ol meprocotepeg (7/8) Rrav fabuov 1-2 kot
Swyelpiopeg pe ™ ovvnOn KAvikn Tpoktikn. Ze 6/8 acbeveig, to luspatercept cuveyiotnke
petd v ekdAmon tov cvpfdvoc. BA. mapdypapo 4.4.

Malec EA pmopei emiong vo mopovclactovy LeTd amd mapatetouévn Oepaneio ue luspatercept
(OnAadn, petd and 96 fdonddes).

Zourieon votioiov Hoelov

Yvumieon votiaiov poerov N ovpntdpote Adyo palov EA ntapovcidotnray o 6/315 (1,9%)
acBeveig pe e&optdpevn omd petayyioelg f-0oracoaipio Tov Adpupavav luspatercept (suovikod
oapuaxo 0%). Téooepeic acheveic diekoyay T Oepameio AOY® CUUTTOUATOV GUUTIECT|G
voTwaiov poedol Babupod > 3.

Yvumieon votioiov poedod Aoym polov EA mapovoidotnke og 1/96 (1%) aclevi pe un
e€aptmdpevn and petayyiceic P-0aracoaio pe 1otopkd palov EA, o omoiog Adppove
luspatercept (etkovikd eappaxo 0%). Avtog o acheviic diékoye t Bepaneio AdOym cvumieong
voTtwiov puerot fabpod 4. BA. mapdypago 4.4.

Tpovuoziko karayuo.
Tpavpatiko kdraypa tapovordotnke o€ 1 (0,4%) acbevn pe eEaptopevn and petoyyioeig
B-0odaccouio wov AdpPave luspatercept (swovikd appaxo 0%).

Tpavpatiko kdraype tapovctdotnke o€ 8 (8,3%) acbeveic pe un eEaptapevn and petoyyicelg
B-6odaccopio wov AdpPavay luspatercept (eucovikd eapuaxo 2%), eve coppdvta faduov > 3
avaépnkay yio 4 acBeveig (4,2%) mov AMaupavav luspatercept kot 1 acbevn (2%) mov
Adppave grcovikod eapuaKo.

Avocoyovikotyto,

Xe kKhvikég peréteg oe MAX, pa avaivon 395 acBevav pe MAY ot onoiot vrofinnkav oe
Bepaneia pe luspatercept kot o1 omoiot a&oroynOnKoy yio TV TaPOLGia OVIICOUATMOV
avti-luspatercept £6e1&e 0T1 36 (9,1%) acBeveic Ppédnkoav Betikol yio eppoviopevo Kot ™
Oepaneio avrichpota avti-luspatercept, coumepthappavouévov 18 (4,6%) acbevav mov eiyav
€EOVOETEPOTIKA OVTICOLOTO KATA TOV luspatercept.

2e KMVIKEG HEAETEG Y10 TNV EQPTMUEVT OO PETOYYIOEIS KoL TN U e£0PTOUEVN OO HETAYYIoELG
B-8aiacoopio, pia avaivon 380 acBevav e B-Boiaccaipio ot owoiol vroPAnONKav Ge
Oepaneia pe luspatercept ko o1 omoiot a&loloynOnKay Yo TV TOPOLGIN UVIICOUAT®V
avti-luspatercept £6ei&e 0t 7 (1,84%) acBeveic Ppédniay Betikol yio eppovilopevo Kotd
Oepaneia avrioopoto avti-luspatercept, coumepthappavouévov 5 (1,3%) acbevav mov giyov
€€oVdeTeEp@TIKG avTIcOUOTA KaTd ToV luspatercept.

H ovykévtpmon luspatercept otov 0pd teve va pelwbel mopovsio avticoudToV
avti-luspatercept. Agv ava@épOnkav cofapic cLGTNUOTIKEG AVTIOPAGELS VIepevalctnciag o
acBeveig pe avticopato avrti-luspatercept. Aev viMp&e cLGYETION AVAUESA OTIG AVTIOPOACELS
THmov vepevatcnciog M TG AVIIOPACEIS 6TO oMueio £VEONG Kol TNV TOPOVGIN OVIICOUATOV
avti-luspatercept. Ot acOeveig pe eppavilopuevo, katd ) Oepameio aviicopata ovti-luspatercept
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glyav meplocoTEPEC MOAVOTNTES VA, AvaPEPOLY Eva cofapd eppoaviiopevo Katd ) Bepameio
avemBounto cvpfav (69,4% [25/36] ya acbeveig Beticong yio avticopoto avti-luspatercept
évavtt 45,7% [164/359] yia acBeveig apvntikodg ylo avticopato avti-luspatercept) i Eva
eupavifopevo katd t Bepaneio avemBounTo cvuPav Pabpod 3 14 (77,8% [28/36] v
acBeveig Betucong yio avticoparta ovit-luspatercept Evavtt 56,8% [204/359] yw acBeveig
apvnTIKoNE Yo, avTicodpara ovti-luspatercept) oe cOYKpLoN Ue TOLG 0GOEVEIS YPIg avTIGMUOTA
avti-luspatercept 6to covoho MAZX pe e€dptnon and petayyicelc.

Aot e01kol tAnfvuouotl

Adbeveic ue MAX ywpic doxrvlioegideic oidnpofraotes (RS-)

Ot aoBeveic pe RS- €yovv mepiocotepec mOBavOTNTES VA, TOPOVGIACOVY GoBapd avemBuunto
oupupavta, peoviopeva katd tn Oepameio avemBounta cvpfava Pabupod 5, avembounta
oupPavta Tov 001 YoHV GTN SLKOTH TOL OPUAKOL 1 Lel®OT] TG 000G O GVYKPLOT LE TOLG
aoBeveic pe daktviloedeig owdnpoPrdoteg (RS+). X perétn ACE-536-MDS-002, ot acBeveig
RS- nopovsiocav vymidtepn eninTmon 0pIGUEVOV AVETIBOUNTOV EVEPYELDY GE GUYKPION UE
tovg acbeveic RS+ kot ota 600 oxédn Oepaneiog. Katd m obykpion towv vmoopddwv RS oto
okéAoc Tov luspatercept, n e€ac0évion, 1 vavrtia, o £uetog, | dOoTvoLa, 0 frxag, T
Opouposuforikd copPavtoa, N oLENUEVN AUIVOTPAVGPEPGOT TNG AAAVIVIC, T cLENUEVT
OOTOPTIKY] OUVOTPOVOQEPACT) Kl 1 Opopfonevia TapoVGLAGTIKAY GUYVOTEPO GTIV VITOOUAON
RS-.

Adobeveic ue MAX kou kotdotoon uetditalng «un petalloyuévocy yia tov SF3B1

Ot acBeveic pe katdotaon HETAAAAENG «un peToAlayuévoo» yia Tov SF3B1 éxouvv
TEPLoGOTEPEG TOAVOTNTES VO TAPOLGLAGOVY elEaviLopeva KoTd T Oepomeia avemBOunTa
ovuPdvta Babpov 3 N 4, cofapd avemBounta copPavta, epeaviCopeva Katd  Bepaneio
avemBounta cvpfava abupod 5, avemBounta GupPavia Tov 001 YOHV GTN SLUKOTH TOL
QopuaKov, peimon g d6oMNGS, KaBdS Kot TPOSmPIVY SO0 TG OO0 € GUYKPIOT] LLE TOVG
aoBeveic pe Katdotaon PetdAAaing «uetaAlaypévoe» yia tov SF3B1. Ot yvootéc avemBiunteg
gvépyeteg Tov luspatercept pe cuyvotnta > 3% vYnAdTEPT GTNV VIOOUASN TOV GKEAOVG TOL
luspatercept un petodiaypévov SF3B1 mepiidpfovay €ueto, dvomvoLo Kot VIEPTACT).

Ava@opd ThovoroyoOLUEVAOV aVETIOVUNTOV EVEPYEIDV

H avoapopd mBavoroyodpevemv avemiBountmy evepyeumdy HETE amd T Xop1yNnon AdEug
KUKAOQOPTIOG TOV PUPLLOKEVTIKOD TPOidVTOg eivan onuavTikh. Emttpénet tn cuveyn
TapaKoAovONoN TS oYEONS 0PELOVC-KIVOHVOL TOL PUPLOKEVTIKOD TPOTOVTOG. ZnTeitatl and
TOVG EMOYYEALOTIEG VYELOG VO AVOPEPOLY OTTOLEGONTTOTE TTHAVOAOYOVUEVEG OVETIOOUNTES
evépyeleg HECH TOL £6VIKOD GLOTNLOTOG OVOPOPAC:

EArGoda

EBvikdc Opyaviouog @apudrmv

Meocoyeimv 284

GR-15562 Xohapyodc, Adfva

TnA: +30 21 32040337

Iototomog: http://www.eof.gr
http://www kitrinikarta.gr

Kvmpog

Dappoxevtikég Yanpeoieg
Ymovpyeio Yyeiog

CY-1475 Agvkoocia

TnA: +357 22608607

Dat: + 357 22608669

Iototomog: www.moh.gov.cy/phs
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4.9 Ynepdocoroyia
H vrepdocoroyia pe to luspatercept pmopei va mpokaiécsel avénon tov Tipav g Hb mave arnd

70 emMBouNTo eMimedo. Tty Tepintwon vepdocoroyiog, 1 Oepaneia pe luspatercept Oa mpémet
va kabvotepriost Emg 6tov 1 Hb va givar < 11 g/dL.

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 ®@oppoxodvvopikES 1010TNTES

DoppokodepamenTikn KaTnyopic: AVTIOVOIUIKE CKEVAGUATO, GAAN OVTLOVOLUIKO CKELAGULOTO,
kwdwog ATC: BO3XAO06.

Mnyoviopdc 6pdonc

To luspatercept, évog mapdyovtag opipoveng Tv pudpmy aposeapiav, givol pa
OVOGLVOLOGLEVT TPOTETVI GUVTNENG TOV OEGUEVEL ETIAEYUEVOVS GUVOETEC VITEP-OIKOYEVELNG
peTaoyNHOTIoTIKOD avénTikod tapdayovia-B (TGF-B). Me déouevon o GuyKeKPILEVOLG
gvdoyeveig ovvdéteg (m.y. GDF-11, aktiBivn B), to luspatercept avactéAdel T ofjpavon
Smad?2/3, pe amotélecpa TNy epuBpoeldn WPIRAVOT HEGH TOL TOAAATANGIOCUOD KOl TG
dopopomoinomng Tav epuHpoed®v TPOdPOU®Y (VOPLOPAACTMV) TEAKOD GTAdI0V GTOV HVELD
TOV 06TAOV, OTOKAOIGTOVTAG £TGL TNV 0moTeEAecUaTKN epuBpomoinon. H onjpovon Smad2/3
glval P QLGLOAOYIKA VYNAN G€ LOVTELN VOGOL TTOL YOPAKTNPifovTal omd avOTOTEAEGLOTIKY
gpvBpomoinon, dnradn MAZ kot B-Oolacoaipia, Kot GTOV HVEAD TOV 0GTOV TV 000EVOV e
MAZX.

Topoatikéc petaAraéelc og aofeveic ue MAX

To luspatercept enédeie KAMVIKO OQELOG KOl EDVOTKOTEPO TPOPIA EVOAVTL TNG EMOETIVIG AAPA GE
TOALOTTAEG YOVIOIWUOTIKEG LETAAAGEELS TOV TOPATPOVVTAL GUYVE 6€ MAZ Yo unAdTEPOL
Kvdovov, pe e€aipeon Tig petarrdéelg tov yovidiov CBL.

Khlvikn omoteleonotikdTNTo Kol 0GQAAELO

o Moelodveriaotike advipouo.

H amoteleopaticdtnta Kot n ac@dAieia tov luspatercept a&loAoynONKoV 6TV TOAVKEVTPIKY,
TUYOLOTOMUEVT], AVOTLYTNG EMOTIUAVONG, ELEYYOUEVN LE OPACTIKY| OVGia LEAETN Ghomg 3
COMMANDS (ACE-536-MDS-002), n omoia cuvékpive To luspatercept pe tnv emogtivn dApa
o¢ aocBevelg pe avopio Adym MAX moAd yapunAo, xapunAol 1 evoldpesov Kivovvou pe Baon 1o
Aebvég Tlpoyvmotikd Zootnuo Babporldoynong-Avabewpnuévo (IPSS-R) i pe
HLEAOSVOTAOGTIKS/ LOEAODTTEPTAOCTIKO VEOTANUGUO LE SOKTVALOEWOEIC G1ONPOPALCTESG KO
Opoupoxvtrapmon (MDS/MPN RS-T) g acOeveic mpwtobepanevduevoug ue ESA (ue emineda
gvdoyevoug SEPO < 500 U/L) mov yperalovion petayyiceig epubpov apospapiov. I'a va
KpBovv emAéEyol, o1 acBeveig Enpeme va £xovv AdPetl 2 Emg 6 povadec RBC/8 efdopddeg
emPefatouéveg yro tovAdyiotov 8 gfdonddec akpBmg TPV TNV TLUYOOTOINGT. Ao TN UEAETN
amokAeiotnkay ot acleveic ue MAX ue dwaypagn 5q (del5q).

Ot acBeveic Aapupavav Bepomeio yio TovAdyiotov 24 gfdopndadec, extoc ebv o acbevig
mapovciole Un omodeKT TOEIKOTNTO, ATEGVPE TN CLVOIVEST] TOL 1| TANPOVGE OTO0ONTOTE GALO
Kprpro dwakonn|g g Bepaneiog. H Bepaneia cuveyilotav népav g efoopnddag 24 o
TEPIMTOON KAMVIKOD 00EAOVG (0p1LOLEVOL MG PeimON TV HETOYYIoE®V KATA > 2 Povadeg
PRBC/8 efdopddec oe cUYyKpPIoN UE TV TN ava@opds) Kat amovaio eEEMENC g vooov. Me
Baon v ékPacn avtodv TV agloloyncewy, gite 1 Oepaneia TV acbevav dloKkorTOTAV Kol Ot
aoBeveig mepvovoay oty mepiodo petabepamevtiKig Tapakorovdnong eite o1 acheveig
ocuvélav T Bepaneio avorytig emonpavong (pe luspatercept 1 emogtivn dApa) yuo 660
dlonue cuvéEXLaY VoL TANPOVVTOL TO TOPATAVE KPLTHPLo 1 LEXPL 0 0oBEVIS VO TOPOVGLAGEL
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Un amwodeKT TOEIKATNTA, VO OTOGVPEL TI GLVAIVEST] TOV 1) VO EKTTATPMGEL OTOL0NTOTE AAAO
KPLTNPLO OLOKOTNC.

TouyoromomOnkay cuvorikd 363 acbeveic yia va Adfovv vrodopimg luspatercept (N = 182) 1y
gmoetivn dhea (N = 181) og 66on 1 mg/kg kabe 3 eBdouddeg 1 oe 66om 450 U/kg wébe
gfooudda, avtiotorya. H tuyatonoinon orpopatomomdnke Bdoet tov poptiov petdyyong
RBC, v xotdotaon RS kot ta enineda avagopdg tng evéoyevoug epubpomomtivng opod
(sEPO). Emitpémovtoy d0o avénoeic tov emmédwv doong yio. to luspatercept (o€ 1,33 mg/kg kot
o€ 1,75 mg/kg). Ot 66€1G SLAKOTTOVTAY KOl TN CUVEXELN LELDVOVTOY GTNV TEPITTMOOT)
AVETBOUNTOV EVEPYEIDYV, LEUDVOVTIAV EAV 1) Aloc@atpivn av&avotay kotd > 2 g/dL and tov
TPOTYOVLEVO KOKAO Kol S10KOTTOVTIOV €AV 1) dllospatpivn wpwv omd T ddon frav > 12 g/dL.
‘O)ot o1 acbeveic Edafov TNV KOADTEPT VTOGTNPIKTIKY Ay®YN, 1| oToia TepAauPave petayyioelg
RBC, ypnion avtifloTiknig, ovIKng Kol ovTILLKNTINGIKNG Bepomeiog Kot SoTpopi
vrooTPIEn, avaroya pe TG ovaykes. o avtiy ™ pelétn, amod v BSC e&apovvtay n ypnon
ESA ekt0¢ ¢ Ogpaneiog g nerémg. Ta facikd xopaknpioTika avagopdc TG vOGoL 6€
aocBeveic pe MAX ot pelétn ACE-536-MDS-002 napatifevton otov [ivaka 8.

Iivaxog 8: ANpoypo@ikd }opaKTNPLETIKA OVOQOPIS KOL YOPOKTNPLGTIKA avaQopdc TNG
vooov og a60sveic pe MAX otn perétn ACE-536-MDS-002

Luspatercept | Emogtivn Ghoa
(N=182) (N=181)
ANPOYPOUPIKE YUPUAKTIPLOTIKG
Hhkio" (¢11)
Awgpeon Tipn (eAdy., péy.) 74 (46, 93) 74 (31,91)
Hlxwokég katnyopieg, n (%)
< 64 gtV 27 (14,8) 25 (13,8)
65-74 etodHv 68 (37,4) 66 (36,5)
>75 87 (47,8) 90 (49,7)
®vio, n (%)
Avdpec 109 (59,9) 92 (50,8)
TMuvaikecg 73 (40,1) 89 (49,2)
Do, n (%)
AcloTikn 19 (10,4) 25 (13,8)
Moaopn 2(1,1) 0
Aevin 146 (80,2) 143 (79)
Agv €yel ovldeyOel 1 avapepbel 15 (8,2) 13 (7,2)
XopaKTNPLoTIKA TG VOG0V
Hb (g/dL), n (%)?
Adipeon Tiun (eAdy., péy.) 7,80 (4,7,9,2) | 7,80 (4,5, 10,2)
Xpovog amé v apyiki odyvmon tov MAX
(ppves)” 7,97 5,13
Alqpeon Tyun ’ ’
Katnyopisg EPO opo? (U/L), n (%)?
<200 145 (79,7) 144 (79,6)
>200 37 (20,3) 37 (20,4)
Awgpeon EPO opov 77,245 85,370
Depprrivny opov (pg/L) 623,00
Avdpeon Tiun (eAdy., HEy.) (12,4, 650,00
3.170,0) (39,4, 6.960.,5)
®optio petdyyrong ovopopas/8 epoopnaosst
(povadeg pRBC), n (%)
<4 povaoeg 118 (64,8) 111 (61,3)
> 4 povadeg 64 (35,2) 70 (38,7)
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Luspatercept | Emogtivn aAga

(N=182) (N=181)
Ta&wvopnon MAX kata MTOY 2016 katd v
¢vapdn, n (%)
MDS-SLD 1(0,5) 4(2,2)
MDS-MLD 50 (27.5) 47 (26,0)
MDS-RS-SLD 2 (L,1) 6 (3,3)
MDS-RS-MLD 127 (69,8) 118 (65,2)
MDS/MPN-RS-T 2 (1,1) 5(2,8)
Aginet 0 1 (0,6)
Katyopia kivovvov tagivopnong kata IPSS-R,
n (%)
TToAD yopunAog 16 (8,8) 17 (9,4)
Xopmiog 130 (71,4) 133 (73,5)
Evdidpecoc 34 (18,7) 29 (16,0)
AlLo/Aeimer 2 (L,1) 2 (L,1)
Koataotaon og mpog T00g 00KTVAOEIOEIG
ownpofractes (Pacsr kprenpiov Tov [1OY), n
(%)
RS+ 133 (73,1) 130 (71,8)
RS- 49 (26,9) 50 (27,6)
Aginet 0 1(0,6)
Kotaotaon petairaéng tov SF3BI, n (%)
Metodhaypévog 114 (62,6) 101 (55,8)
Mn petoAraypévog 65 (35,7) 72 (39,8)
Agimer 3 (1,6) 8 (4,4)

Hb=awoc@aipivn, IPSSR=Abvég [Tpoyvmotikd Zvotpe Babpordynong-Avadbeopnuévo, MDS-SLD=MAZX pe
povoypappky dvoriacio, MDS-MLD=MAZ e moAvypoppikn dvorhocio, MDS-RS-SLD=MAZ pe daktoAloetdeic
odnpoPracteg ko povoypapikn dvomhacic, MDS-RS-MLD=MAZX pe daktoiioedeis odnpoPrdoteg kot
nolvypapkn dvorracio, MDS/MPN-RS-T=pvelodvomAaotikd/ LueAoDTEPTAACTIKG VEOTAAGLLATO. LE
daxtoloedeic o1dnpoPrdoteg kot Opopforxvttdpwon, RS+ = pe daktviiogideic odnpoPrdotes, RS- = yopig
daxtoloedeic odnpoPrdotes, SF3BI=petdlhoin MAX oty vmopovada 1A tov Topdyovta paticpotog 3B

*H nAucio. vmoAoyiotke pe Baon v nuepounvio. VITOYPUPENG TNG CVVAIVEST|G LETH OO EVILEPDOT).

P Metd tv e@appoyn tov kavovo tov 14/3 nuepdv (Lévo ot tipég g Hb mov &xovv petpndet tovldyiotov

14 nuépeg petd amd pio petdyyion pmopodv va ypnotpomonodv, ektdg edv Tpaypotonombel Kot GAAN petdyyion
€vtog 3 nuepdv petd v a&oddynon g Hb. Edv mpaypatomombei petdyyion eviog 3 nuepdv petd mv a&oddynon
g Hb, n ev Aoyo tr| g Hb Ba ypnowonomBel mopd to 6t €xer mpordyet < 14 nuépeg LeTA TNV TPOTYOOLEVN
petdyyon), n T avaeopdg g Hb (amoteheopoatikdma) opiletan o¢ n yauniotepn twr Hb amd 1o kevipucd 1
TomKd EPYOOTHPLO N 1| PO NG petdyyiong Hb amd to apyeia petayyicemv 1 oroia epnintel viog tov 35 nuepdv
TPW amd TV TPAOTN 06T TOV PAPUAKOL TNG LEAETNG, EGV 1) T NTov Sabéotun.

Y O aptfpdc TV IMVAV omtd TV NUEPOUNVID TG aPYIKNG SLUyVmONG £MG TNV NUEPOUNVIN TG GUVAIVEST|G LETH OO
evnuépwon.

3 H EPO avagopdg opiotnke og 1 vynidtepn Ty g EPO evtdg v 35 nuepdv miptv amd v mpdTn d0om Tov
Qopubrov peréne.

£ TuhhéxOnke katd g 8 efdopddeg mpv amnd v TvXULOTOING).

Ta 0mOTEAEGLOTO (O TTPOG TNV OTOTEAEGUOTIKOTITA GUVOWIOVTOL TOPAKAT®.
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Iivakog 9: ATOTEAEGHOTO (OG TPOS TNV UTOTELECUATIKOTNTO 0 0.60eveic pe MAX o1

grhétn ACE-536-MDS-002

Telko6 onpeio

Luspate
N=1

reept
82) (N

Enogtivy ahoa

=181)

Ilpwtevov telino onueio

>1,5 g/dL
(Epoopdaoeg 1-24)

¢ RBC-TI 1 12 gfdopadeg pe cuoyeTicpuévy cuvordpyovoa péon ovénon g Hb

Ap1Bu6g atoépmv Tov avtamokpifnkay (106ocTo 110 (60,4) 63 (34,8)
avtonokpiong %)

(AE 95%) (52,9, 67,6) (27,9, 42,2)
Kown dagpopd kivdvvov (AE 95%)° 25,4 (15,8, 35,0)

T p <0,0001

Adyog mbBavotntov (AE 95%)* 3,1(2,0,4,8)
Aevtepevovra Ttelikd onueio

e HI-E cOp@ove pe v IWG > 8 £Bdopadss (Efdopadss 1-24)°

ApBpog atdpmv mov avtorokpifnkav (rocootd 135 (74,2) 96 (53,0)
avtomokpiong %)

(AE 95%) (67,2, 80,4) (45,5, 60.,5)
Ko dtagpopd kivddvov (AE 95%)° 21,5 (12,2, 30,7)

Ty p <0,0001

Adyog mBavottwv (AE 95%)* 2,8 (1,8,4,5)

¢ RBC-TI 710, 24 gpoopaoeg (Epoopdosg 1-48)

Ap1Bu6g atoépmv Tov avtamokpifnkay (106ocTo 87 (47,8) 56 (30,9)
avtomokpiong %)

(AE 95%) (40,4, 55,3) (24,3, 38,2)
Ko dtagpopd kvddvov (AE 95%)° 16,3 (7.1, 25.4)

Twn p 0,0003

Adyog mbBavotntov (AE 95%)* 2,3(1,4,3,7)

e RBC-TI 1w > 24 gfoopdocs (Efoopades 1-48) 163 167
ApBudc atoépmy Tov avtarokpifnkoy (Tococtd 99 (60,7) 66 (39,5)
avtondkpiong %)

(AE 95%) (52,8, 68,3) (32,1,47,4)
Kown dagpopd kivdvvov (AE 95%)° 20,7 (10,8, 30,6)

Twn p p <0,0001"

Adyog mBavottev (AE 95%)* 2,6 (1,6,4,3)

Hb=opooearpivn, RBC=petdyyion epudpmv apoceotpiov

*Me Bdon tov éreyyo CMH otpopatonompévo Baoet poptiov petdyyiong RBC avagopds (< 4, > 4 povadeg pRBC),
katdotaong RS (RS+, RS-) kot emmédov SEPO (<200, > 200 U/L). [apatiBeton n Ty p opueinievpov eA&yyov.

P HI-E=cuparoloyikn Bertioon—epudpoctdng oelpd. To m06001 10V a60evav mov tAnpodv to kprrpia HI-E
oOpemva e Ta kpteipta g Atebvodg Opddag Epyasiog (IWG) tov 2006 Swatnpinke yio pio mepiodo 56
Sadoykdv NUEPOV KaTA TN SLAPKELL TNG VIOSEIKVVOUEVNG TEPLOdoL Bepameiag. ['a Tovg acbeveig pe poptio
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petdyyong RBC avapopdc > 4 povédwv/8 efdopndades, to HI-E opildtov mg peimon g petdyyiong RBC katd
TovAdyotov 4 povades/8 efdopades. I'a tovg acheveic pe poptio petdyyiong RBC avagpopdg

<4 pnovadwv/8 efdonadeg, To HI-E opilotav g péon avénon g Hb > 1,5 g/dL yia 8 efdopddes amovoio tov
petayyioewv RBC.

Y OVOMOOTIKY TN P

H Oepanevtikn enidpaom tov luspatercept otnv RBC-TI > 12 gfdopddeg kKot otnv avénon g
Hb > 1,5 g/dL tav vymAdtepn omd avTiV TNG EMOETIVIG QAP G€ OAES TIG KAIVIKA OMUOVTIKEG
VITOOUASEC ONLOYPAPIKADV YAPUKTNPIOTIKMOV OVOPOPAG KOl GTIC TEPLGGOTEPES VITOOUADES
YOPOKTNPLOTIK®Y TG VOoOV, EKTOG amd Tovg acbeveig ywpig Saxtvloedeic o1dnpoPAdoTeg,
omov 1M BepamevtiKy emidopact Tov luspatercept Tav GLYKPIGIUN LE QLT TNG EXOETIVIG GAQQ.

o Mbvelodvardaotixd advopoua oe acleveis avOlektikovs 1 dvoavektikoig oc ESA

H omoteleouatikdma ko acpdreia tov luspatercept a&lodoyndnkay oe pio perét @dong 3,
TOAVKEVTPIKY], TUXOLOTOUUEVT, OITAG-TUQAT], EAEYYOUEVT pE eucoviko edpuako MEDALIST
(ACE-536-MDS-001) og evijhikeg aoBeveic e avoupio wov ypetdlovrar petayyiceig RBC

(> 2 povadec/8 efoopadec) Aoym MAX oAl yaumAov, YaunAod 1 eVOLAUESOV KIVOUVOL e Ao
70 IPSS-R o1 omoiot éxovv daktvoiogideig odnpoPriotes (> 15%). AcBeveic pe MAX pe del5q
N xopig daxtvitoedeic c1dnpoPrdoteg (RS-) dev cvumeptinednioy otn peiétn. Ot acbeveig
ypewaldtav gite va Exovv Aapetl Tponyobuevn Bepaneio pe ESA pe avemopkn avtandkpion, va
pmv etvon emAggpon yio ESA (mov €yt mpoodiopiotel 0t givon amiBoavo va avtomokplfovv ot
Oepaneio ESA pe epuBpomomrivn opov (EPO) > 200 U/L) 1 va €govv dvcavetio otn Bepaneia
ESA.

O1 aoBeveic kKo ota dVo okéAn vroPAndnkav og Bepaneia yio 24 efdopddec, KOTOMY GUVENICAV
T Oepameia dv glyav emdei&el Khvikd 6@erog kal amovoia eEEMENG g vooov. Eyve dpon
TVPAOTOIMGNC GTN UEAETT] Y10, AVOADOELS, OTOV OAOL Ol acOeveic elyav Aapel TovAdyIGTOV

48 ePdopadeg Bepameiog 1 elyav daxdyel ) Oepameio.

Yuvolika 229 acBeveig Toyotomomnkay yio va Aappdvovy vrodoping luspatercept 1 mg/kg
(N = 153) 1} ewcoviko @dappoko (N = 76) kéOe 3 efdopades. Xvvorkd 128 (83,7%) war 68
(89,5%) acBeveic mov AapPoavav luspatercept Kot £1KOVIKO QOPHOKO OVTIGTOL( 0 OAOKATPMOGOV
24 gBdoudoeg Oepameiag. Tuvolikd 78 (51%) xan 12 (15,8%) acbeveig mov Aaupavoy
luspatercept kot 1KoviKo @apuaKo avtictoyo oAokAnpmcay 48 gfdondadsc Oepaneiog.
Emutpénetan tithomoinon doong éwg 1,75 mg/kg. H d6om Ba pmopovoe va kabvoteprioet 1§ va
pelmBel avéroya pe to eminedo g Hb. Olot o1 acBeveig ftav emié&ipot va Aapovv v
KaAOTEPN VTOooTNPIKTIKY aywyn (BSC), n omoia mepihdppave petayyiceic RBC, yniucoig
TALPAYOVTESG GLOTPOV, YPOT AVTIPLOTIKAV, OVTI-UKOV KOl AVTIHVKNTIOCIK®V Oepameldv kot
STPoPIKN VTOGTNPIEN, avdAoya L TIg avayKes. Ta Pacikd YopaKINPIOTIKA avapopds g
vocov o acBeveic pe MAX ot pelétn ACE-536-MDS-001 mapovsialovrol otov [Mivaka 10.
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Mivakog 10: ANpoypa@ikd YopoKTNPLETIKA AvaQopdc Kol YUpaKTPLOTIKA OVIQOPAS TS

vioov Yo acBeveic pe MAX pe < 5% Brdoteg poehod otn perétn ACE-536-MDS-001

Luspatercept Ewkoviko
(N =153) PapRrOKO
(N=176)
ANPOYPOUPIKE GTOLYELD,
Hhkio" (¢11)
Avgpeon (ehay., Héy.) 71 (40, 95) 72 (26,91)
Hlxuoxég katnyopieg, n (%)
< 64 g0V 29 (19,0) 16 (21,1)
65-74 etodHv 72 (47,1) 29 (38,2)
>75 52 (34,0) 31 (40,8)
®v)ro, n (%)
Avdpec 94 (61,4) 50 (65,8)
Tuvaikeg 59 (38,6) 26 (34,2)
Do, n (%)
Mavpn 1(0,7) 0 (0,0)
Aevin 107 (69.,9) 51(67,1)
Agv cuAAEyovTal 00TE OVAPEPOVTOL 44 (28,8) 24 (31,6)
Al 1(0,7) 1(1,3)
XopoxTnProTikd TG vOsou
Katnyopiec EPO o< 0p6 (U/L)P, n (%)
<200 88 (57,5) 50 (65,8)
200 £mg 500 43 (28,1) 15 (19,7)
> 500 21 (13,7) 11 (14,5)
Aginet 1(0,7) 0
Depprtivy opov (ng/L)
Adipeon (ehdy., péy.) 1089,2 1122,1
(64, 5968) (165, 5849)
Katnyopia kivovvov tagivopnong koata IPSS-R, n
(%)
[ToAb yopniog 18 (11,8) 6(7,9)
Xaopmiog 109 (71,2) 57 (75,0)
Evdidpecog 25 (16,3) 13 (17,1)
A\ro 1(0,7) 0
®oprio perayyions RBC avagopag/ 8 efdopaded’, n
(%)
> 6 povadeg 66 (43,1) 33 (43,4)
> 6 ko < 8 povédec 35(22,9) 15 (20,2)
> 8 ko < 12 povadeg 24 (15,7) 17 (22,4)
> 12 povadeg 7 (4,6) 1(1,3)
< 6 povadeg 87 (56,9) 43 (56,6)
>4 ko < 6 HovEadeg 41 (26,8) 23 (30,3)
<4 povadeg 46 (30,1) 20 (26,3)
Hb?® (g/dL)
Méon (ehdy, neéy) 7,6 (6, 10) 7,6 (5,9)
SF3BI1,n (%)
MetaAlaypévog 149 (92,2) 65 (85,5)
Mn petoddoypévog 12 (7,8) 10 (13,2)
Aginmer 0 1(1,3)

EPO=¢pvOponomrivn, Hb=opooearpivn, IPSS-R=Atebvéc [Tpoyvaoticd Zootua Babpordynons-Avabewpnpévo

“ H nlwia vroloyiotnke e Baon v nuepounvia vToypaeng e cvvaiveong HETd amd evnuépmon.

P H EPO avagopéc opiotke o¢ n vynAidtepn un g EPO péoa oe 35 nuépeg amd v mpdTn 3001 T0V QupuaKoy

HeAETNG.
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Y ZudhéyOnke katd Tig 16 efdopnddes mpv amd TV TVY0L0TOINGT.

3 Q¢ Hb avapopdg opictnke N televtoio Tiun mov petpnOnKe Katd i TPV amd TN nuepounvic. Tng TpdTNg S60MG
oL VIO €pevva pappokevtikov Tpoidvtog (YEDIT). Metd v epappoyr tov kavova 14/3 nuepov, n Hb avapopdg
opiotnke ®g 1 xoumiotepn Ty g Hb mov mapovoidotnke eviog 35 nuepdv katd 1 Tpv omd TV TpdTN 5061 TOL

YEOIL

Ta 0mOTEAEGOTO ATOTEAEGLLOTIKOTITOS CUVOYILOVTOL TOPUKATO.

Mivakog 11: AToteAéopaTo ATOTELECRHATIKOTNTOG 0 060eveic pe MAX otn peréty

ACE-536-MDS-001

Telko6 onpeio

95%)

Luspatercept Ewoviko
(N =153) QOOPLUKO
(N=176)
Ilpwtevov telino onueio
¢ RBC-TI > 8 gpooudaoceg (Epoopdosg 1-24)
Ap1Bu6g atoépmv Tov avtamokpifnkay (106ocTo

avtomokpiong %) 58 (37,9) 10 (13,2)

e Kown d10popd kivdhvov 6to 1060610 aviamdkpions (AE 24,56 (14,48, 34,64)

Adyog mBovottev (AE 95%)*

5,065 (2,278, 11,259)

Tn p°

95%)

<0,0001
Aevtepebovra Telikd onucia
¢ RBC-TI > 12 effoopadeg (Efoopaoes 1-24)
Ap1Bu6g atépmv Tov avtamokpifnkay (106ocTo
avtomokpiong %) 43 (28,1) 6 (7,9)
e Kown dtopopd kivdhvov 6to 1060610 avtamdkpiong (AE 20,00 (10.92, 29,08)

Adyog mBovottwv (AE 95%)*

5,071 (2,002, 12,844)

Tn p°

0,0002

¢ RBC-TI > 12 goopadeg (Epoopadeg 1-48)
ApBudc atoépmy Tov avtarokpifnkoy (Tococtd
avtamdkpiong %)?

51(33,3) 9(11,8)

o Kown dtapopd Kivddvov 6to 10600T6 oviandkpiong (AE
95%)

21,37 (11,23, 31,51)

Aodyog mBavottwv (AE 95%)*

4,045 (1,827, 8,956)

Tipn p°

0,0003

Yoyvotntoe copfavrog petdyyiong’
e Epoopdosg 1-24
Evduapecoc pubuog petdyyiong (AE 95%)

6,26 (5,56, 7,05) | 9,20 (7,98, 10,60)

ZyeTIKOG KivOuVOog £VOVTL EIKOVIKOD QOPLAKOD

0,68 (0,58, 0,80)

e Efoonadseg 25-48
Evdudpecoc pubuog petdyyiong (AE 95%)

6,27 (5,47,7,19) | 8,72 (7,40, 10,28)

ZyeTIKOG KivOuVOog £VOVTL EIKOVIKOD QOPLAKOD

0,72 (0,60, 0,86)
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Telxké onpeio Luspatercept Ewkoviké
(N =153) QOOPLUKO
(N=176)
Movéoeg petdyyiong RBCY
e Epoopdosg 1-24
doprtio petdyyiong avapopdg <6 povadeg/8 efdouddeg
Méon tiun LS (SE) 7,2 (0,58) 12,8 (0,82)
AE 95% ywo péon i LS 6,0, 8,3 11,1, 14,4
Méon dwpopd LS (SE) (luspatercept Evavti €1kovikov -5,6 (1,01)
QOPUAKOD)
AE 95% vy péon dwapopd LS -7,6, -3,6
doprio petdyylong avapopds >6 povades/8 efdonddeg
Méon tiun LS (SE) 18,9(0,93) 23,7(1,32)
AE 95% ywo péon i LS 17,1, 20,8 21,1,26,4
Méon dwpopd LS (SE) (luspatercept £vavti €1kovikov -4,8 (1,62)
QOPUAKOD)
AE 95% vy péon dwapopd LS -8,0, -1,6
e Efoonadseg 25-48
doptio petdyyiong avagopds <6 povadeg/8 efdouddeg
Méon tiun LS (SE) 7,5 (0,57) 11,8 (0,82)
AE 95% ywo péon i LS 6,3, 8,6 10,1, 13,4
Méon dwpopd LS (SE) (luspatercept £vavti €1kovikov -4,3 (1,00)
QOPUAKOD)
AE 95% vy péon dwapopd LS -6,3, -2,3
doprio petdyylong avapopds >6 povades/8 efdonddeg
Méon tiun LS (SE) 19,6 (1,13) 22,9 (1,60)
AE 95% ywo péon i LS 17,4,21,9 19,7, 26,0
Méon dwpopd LS (SE) (luspatercept £vavti €1kovikov -3,3(1,96)
QOPUAKOD)
AE 95% vy péon dwapopd LS -7,1, 0,6

RBC-TI: Ave&aptnoio and petayyiceig RBC, AE: didotnpo epmietocivng, CMH: Cochran-Mantel-Haenszel
“Eleyyog CMH nov otpopatoromdnke Pdoet Tov HEGOL POPTION HETAYYIONG AVAPOPES (= 6 Lovadeg EvovTt

< 6 povadov ava 8 efdopades) kat faduporoyia IPSS-R avapopdg (todd yopmAn 1 xounAn £vavtt evOtipeong).

P Metd and v eniokeyn a&lohdynong g vocov thv ERdopdda 25, ot acOeveic mov Sev amokduiay mhéov
OPENOG, dLEKOWAV TNV ay®YT), OPLOUEVOL 0GOEVEIG e EIKOVIKO PAPLLOKO GUVEITEPEPAV dedoEVA TPOG aELloAdynon
o€ eMOUEVO YPOVIKO onpeio og cOykpiomn pe to luspatercept (N = 12 évavti N = 78, avtiotorya).

Y EK TV 0oTEP®V aVAALGT] YPNCLLOTOIOVTAS KATAAOYIGUO OVOQOPUS.

"Eva Bepamevtikd amotédeopa vaép Tov luspatercept £vovti Tov £1KOVIKOD QopLAKOL

TopaTNPNONKE OTIG TEPIGGATEPEG VITOOLADES TOL AVOAVONKAY YPNCUYLOTOUDVTOC OVEEAPTN OO
amo petdyyion > 12 gfdouddeg (katd tnv efoopndda 1 £og v efdopdada 24),
nepthapfavouévev acbevav pue vymio erinedo avapopdg evooyevoug EPO (200-500 U/L)

(23,3% évavtt 0%, gpevvnrtikn avdivon).

AwtiBevton povo mepLoplopéva ES0UEVO Y10 TV OULAdN LUE POPTIO LETAYYIONG
> 8 novaodeg/8 efdoudodss. H acpdieia kot 1) amoTteAecLoTIkOTNTO 08V )00V TEKUNPL®OEL o8

acBeveig pe poptio petdyyiong > 12 povadwv/8 efoopddes.
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Epcvvnuika svpnuozo,

Mivaxkag 12: EpgovnTikd omoTeEAECRATO (G TPOG TIV UTOTEAECRATIKOTITA O 060gvEig pe

MAZX otn perétn ACE-536-MDS-001

Telxké onpeio Luspatercept Ewkoviké
(N =153) PaproKo
(N=176)
mHI-E*
e Epoopdosg 1-24
Ap1Bu6g atoépmv Tov avtamokpifnkay (106ocTo
avtondkpiong %) 81(52,9) 9(11,8)
(AE 95%) (44,72, 61,05) | (5,56,21,29)
Meimwon petayyicewv RBC 4 povadmv/8 efdopddec, n (%) | 52/107 (48,6) 8/56 (14,3)
Méon avénon Hb > 1,5 g/dL ywa 8 eBdopdodeg, n (%) 29/46 (63,0) 1/20 (5,0)
o Efoopdosg 1-48
ApBudc atoépmy Tov avtarokpifnkoy (Tococtd
avtondkpong %) 90 (58,8) 13 (17,1)
(AE 95%) (50,59, 66,71) | (9,43,27,47)
Meiwon petayyiocemv RBC 4 povadwv/8 efdopdoeg, n (%) | 58/107 (54,2) 12/56 (21,4)
Méon avénon Hb > 1,5 g/dL yia 8 efdopddes, n (%) 32/46 (69,6) 1/20 (5,0)
Méon petafoin amd TV TP avaQopas TNG HEGIG PEPPLTIVIIG 0POV UE KATAAOYIGNO 0o TNV
TN ave@opds (tindvepog ITT)
Méon petafoin amd v T avagopdg TN HESNS PePPLTivIg
0p0o0 vroAoy1opevNg ®g HEGOoL 6pov arnd v ERSoudda 9 mg
v EBSoudda 24 (ug/L)? 9,9 (47,09) 190,0 (60,30)
Méon Ty LS (SE)
AE 95% ywo péon riun LS -82,9, 102,7 71,2, 308,8

Xoykpiomn Bepamneiag (luspatercept Evavtt eiovikov @apudicov)”

Méon dwapopd LS (SE)

-180,1 (65,81)

AE 95% vy péon dwogpopd LS

-309,8, -50,4

Hb=0wpocparpivn

¢ mHI-E = tponomompévn arpotoroykn Bektioon - epubpoedng. To mococtd tov asbevdv mov TAnpodv ta
kptepta HI-E odpemva pe ta kprmpia g AteBvoidg Opdadag Epyaosiog (IWG) tov 2006 Swatnpnnke yio pio

EePi0d0 56 Srad0oy KDY NUEPDV KATA TN SApKeLd TG VIOSEKVVOLEVNG TtEpLodov Bepomeiog. ' Tovg acbeveic pe
poptio petdyyions RBC avapopds > 4 povadwv/8 efdopddes, to mHI-E opictnie mg peiowon ot petdyyion RBC
TovAdyloTOV 4 povadmv/8 efdopddes. o tovg acbeveig pe poptio petdyyiong RBC avagopdc

<4 povadwv/8 efdonades, to mHI-E opiotnke mg péon avénon g Hb > 1,5 g/dL ya 8 efdonddeg amovasio teov
petayyicewv RBC.

B Eév kémotoc ac0evic Sev So0étel Tiuy pepprrivig opob evidg Tov TpokadopiopéVoy SLOGTARATOG HETE TV
apykn a&loAdynon, n eeppitiv opod vroAoyileTat amd TV T AVOPOPIS.

Y Xpnooromtnke avaAvct GLVILOKVOLAVGTS Yo T 6VYKPLoT TG BepamevTikng dapopdg Heta&d tov opddmv
(cvpumephapBovopivng TG OVOUAGTIKNG TWNG P), XPNCULOTOLOVTOG T LETABOAY TNG PEPPLTIVIIG 0POV ®G THV
eoptdpevn petafint, m Oepamevticny opddo (2 eninedn) Mg TOPAYOVTO KOt THV TUT OVOQOPAS QEPPLTIVIIG 0POY
MG GUUUETAPANTY], LE UCTPOUATOOT avd péon anaitnomn avaeopdg petdyyiong RBC (> 6 povddeg évovrt

< 6 povadwv RBC avd 8 efdopades) kat IPSS-R avagopdg (oAl yopumiov 1 xapunAod Evavtt evotdpeson
Kvovvov).

H 61dpeon dudpketo g peyoldtepng meptodov mov eivat aveEdptntn and petdyyion pe RBC
(RBC-TI) petaé&d tov atdpmv mov aviarokpifnkay oto okéhog Bepanciog pe luspatercept, ntav
30,6 efdopdoes.

Yuvolikad 1o 62,1% (36/58) Tov atdéumv Tov amokpibnkav oto luspatercept ot omoiotl TETVY OV

RBC-TI > 8 eBdopddeg and tig ERdouddeg 1-24 giyav 2 N nepiocdtepa enciocdd1oa RBC-TI )
GTIYUN] TG avVOAVOTC.
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o Eloptauevn amo uetoyyioeig p-0otaoooiuio

H omoteleocuatikdma Ko acpdreia tov luspatercept a&loAoyndnkay o pio TOAVKEVTPIKT,
TUYOLOTIOUNUEVT], OITAG TUPAT|, EAEYYOLEVT LE EIKOVIKO Pappako peaétn @dong 3 BELIEVE
(ACE-536-B-THAL-001) og eviilkeg acBeveic pe avapio oyeti{opevn pe £aptopevn amo
petayyioeig B-0aracooipio mov yperalovtor petayyioeic RBC

(6-20 povadeg RBC/24 gfdopadec) ympig mepiodo eredbepn petayyicewv > 35 nuepmdv katd )
SLapKELD OVTNHG TNE TTEPLOOOV.

O1 acBeveic kot 610 okéA0G ToL luspatercept Kol 6T0 GKEAOG TOV EIKOVIKOD Qapudikov EAafov
Oepameia yio TovAdyiotov 48 kot £mg 96 gfdouadec. Metd v dpon tuvpromoinong, ol acbeveig
L€ EIKOVIKO PAPHOKO UTOPECAV VO, TEPAGOVY GTO luspatercept.

Yuvolikd 336 evihikec aobeveig TuyotomomOnkay yio va Aapupdvouv vrodoping luspatercept

1 mg/kg (N =224) 1 eucovikd pdppaxo (N = 112) kabe 3 efdouddec. Emrpéneton Tithomoinon
doong éng 1,25 mg/kg. H d6on propovoe va kabvotepriost 1 va pewwbei avdrioya pe 1o eminedo
g Hb. OAot o1 acBeveig frav emAé&yot va Aapovv BSC, n omoia mepieAdpupave petayyiceic
RBC, ynAkobg mapdyovteg 610Mpov, ¥pon avTiPloTiKdy, avTl-UK®OV KOl GVTIHLUKNTILCIKOV
Bepaneldv kot S10TpoPIKt| LVIOSTNPIEN, avaloya pe Tig avaykes. H pedétn onékieioe acbeveic
ue Hb S/B-0clacoapio 1 ahea (a)-0odaccatio 1} mov Emacyav omd PAGPN peilovog opydvov
(nmoTikn voco, Kopdlokn VOco, Tvevpovormdieila, veppikn averdpkeln). Acbeveic pe Tpoceatn
DVT 7 eyke@aiiko engicddio 1 Tpocpatn xpion aymyns ue ESA, avocokataoTaATIKA 1)
vdpo&vovpia amoxieiotnkay emiong. Ta Pacikd yopaKTNPIGTIKA AVAPOPAS TNG VOGOV G
aocBeveic pe B-Ooracoopio ot perétn ACE-536-B-THAL-001 napovcidlovtol otov

[Mivaka 13.

Iivaxkoeg 13: ANROYPUPIKA YOPOKTNPLOTIKA AVOQOPAS KOL YUPUKTIPLOTIKA OVAPOPAS TG
vooov Yo ac0seveic pe eEaptopevn ond petayyioels f-0oiacompio oty peréTn
ACE-536-B-THAL-001

Ewkoviké
Luspatercept QOOPLUKO
(N =224) (N=112)
ANpoypo@ka otorysio
Hlwia (£11)
Adipeon (ehdy., péy.) 30,0 (18, 66) 30,0 (18, 59)
Hlxwokég katnyopiec, n (%)
<32 129 (57,6) 63 (56,3)
>32 éwc <50 78 (34,8) 44 (39,3)
> 50 17 (7,6) 5(4.,5)
®vio, n (%)
Avdpec 92 (41,1) 49 (43.8)
Tuvaikecg 132 (58,9) 63 (56,3)
@uii), n (%)
Aoctatikn 81 (36,2) 36 (32,1)
Madpn 1(0,4) 0
Aevin 122 (54.5) 60 (53,6)
Agv cuAléyovTan 00TE avVaQEPOVTOL 5(2,2) 5@4,5)
Ala 15 (6,7) 11 (9,8)

26



Luspatercept
(N =224)

Ewkoviko

QOOPLUKO
(N=112)

XopaKTNPLoTIKA TG VOG0V

Kat®eir Hb po petayyionc’, mepiodog
npocappoyis 12 efoopadsmv (g/dL)
Aldpeon (eAdyotn, péyiot)

9,30 (4,6, 11,4)

9,14 (6,2, 11,5)

®opTio perayyiong avoeopag 12 foopddeg
Awqpeon (erdy., PEY.)
(novadeg/12 efdouddeg) (Efdopada -12 ¢mwg Huépa 1)

6,12 (3,0, 14,0)

6,27 (3,0, 12,0)

Opadomoiner yoviorokng petdrraing
B-8araccarpiog, n (%)

BO/BO 68 (30,4) 35(31,3)
Mn BO/BO 155 (69,2) 77 (68,8)
Acinel® 1 (0,4) 0

% Q¢ KoTdeA 12 gfdopddmv mpo peTdyyiong opiotnke 1 didpeon Olov Tev tekunplopévey tipndv Hb tpo
petayyicewv ya Evav acbevi Kotd ) didpkeia Tomv 12 gfdopddmv mpv amd v Huépa 1 tov Kdkiov 1.

P H xomyopia «Agimewm mepihappavel ac0eveic 6tov mANOVGHS TOL dev ElYaV ATOTELEGLLA Y10L TV TAPGUETPO TOV
nopatieTol.

"Eywve dpon topromoinong ot HEAETN Yo avaAvoELs, dtav dAot ot acbeveig eiyav AaPet
TovAdyiotov 48 efdouddeg Oepameiag 1 elyav dtakdyetl T Bepaneia.

To amoTeAEGLOTA OTOTEAECUATIKOTNTAG CLUVOWILOVTOL TOPAKATO.

MMivakag 14: Amoteléiopnato 0T0TELECPLATIKOTTOG 6€ 0o0gveic pe eEapTopevy and
petayyissig p-0oiacoarpio oty perétn ACE-536-B-THAL-001

Telko onpeio Luspatercept Ewoviko
(N =224) ¢appaxo
(N=112)
Ilpwtevov tedino onueio
> 33% peioon andé TV TP AVAPOPAS 6TO POPTIO
petayyiong RBC pe peimon Toolayiotov 2 povasmy
vwo. 12 dwadoikég efoopdosg 6 oOyKplon pe To
owaotnro Tov 12 foopddwv wpiv ) Oepansio
Epodopadsg 13-24 47 (21,0) ‘ 5(4,5)
Awpopd otic avaroyies (95% AE)* 16,5 (10,0, 23,1)
Ty p? <0,0001
Aevtepebovra Telikd onucia
Epoopdoeg 37-48 44 (19,6) ‘ 4 (3,6)
Awpopd otic avaroyies (95% AE)* 16,1 (9.8, 22,3)
Ty p? <0,0001
> 50% peioon amdé v TP AVAPOPAS 6TO POPTIO
petayywong RBC pe peiwon Tovriayietov 2 povadmyv
vwo. 12 dwadoikég efoopdosg 6 oOyKpion pe To
odotnua Tov 12 efoopddomv piv T Ogpaneio
EBdopadeg 13-24 16 (7,1) | 2018
Awpopd otic avaroyies (95% AE)* 5,4(1,2,9,5)
Ty p? 0,0402
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Telxké onpeio Luspatercept Ewkoviké
(N =224) QOOPLUKO
(N=112)
Epodopadeg 37-48 23 (10,3) 1(0,9)
Awpopd otic avaroyieg (95% AE)® 9,4 (5,0, 13,7)
Twn p? 0,0017

AE: d1dotnpo. epmietocuvng.

“ H dtopopd otig avaroyieg (luspatercept + BSC — ewovikd gdppako + BSC) kot 95% AE extydron omd tov
axppn Ereyyo xmpig cuvOnkec.

B Ty p amd tov éleyyo Cochran Mantel-Haenszel mov otpopatonomdnke avé yenypo@ukh meploym.

Epcvvnuika svpnuozo,

Mivaxkag 15: EpgovnTikd omoTeEAECRATO (G TPOG TNV UTOTEAECUATIKOTITA O 060gvEig pe
eCaptopevn and petoyyioeils f-0olacoarpio oty perétn ACE-536-B-THAL-001

Telko onpeio Luspatercept Ewkoviko
(N=224) PapROKO
(N=112)

> 33% peioon and v TIp avagopds Tov @optiov petdayyiong RBC pe peioon
TOVAGYLGTOV 2 povad®V Y10 12 31000 1kéG EfOONAOES, CLYKPLTIKA UE TO OLACTINY,
12 gfoopdadwv mtprv amd T Oepameia

Omnoweconmote dradoykég 12 efdopadsc*™ 173 (77,2) ‘ 39 (34,8)
Awpopd otic avaroyies (95% AE)* 42,4 (31,5, 52,5)

Omnoweconmote d1000yKéG 24 efdopadec™ 116 (51,8) 3(2,7)
Awpopd otic avaroyies (95% AE)* 49,1 (41,3, 56,2)

> 50% peioon amd TV TIEN ava@opds Tov @optiov petayyiong RBC pe peiowon
TOVAGYLGTOV 2 Hovad™V Y1 12 d1000)1KES EfOONAOES, GVYKPLTIKA NE TO dtdoTnpa
12 gfoopdadwv mtprv amd T Oepameia

Omnoweconmote dradoykég 12 efdopaosc™ 112 (50,0) ‘ 9 (8,0)
Awpopd otig avaroyieg (95% AE)® 42,0 (32,7, 49,9)

Omoreconmote O1000Y1KES 24 efdopdoec™ 53 (23,7) 1(0,9)
Awpopd otig avaroyieg (95% AE)® 22,8 (16,5, 29,1)

Méon petafoin) Erayrotov TeETpay@voy (LS) amé tTnv Tip ave@opds 6to gopTio
petayyiong (novaoeg RBC/48 gfoopadec)

Epoopadsg 1 émg Epoopada 48
Méon tyun LS -4,69 +1,17
Méon dwpopd LS (luspatercept-eucovicd gapuaio) -5,86
(95% AE)P (-7,04, -4,68)
Epoopdadss 49 émg Efoopada 96
Méon tyun LS -5,43 +1,80
Méon dwapopd LS (luspatercept-etcovid gapuoio) -7,23
(95% AE)P (-13,84, -0,62)

ANCOVA = avdlvon ocvvdwkdpavons, AE: dtdotnpo epmietocivig.

* H dwgpopd otig avaroyieg (luspatercept + BSC — ewcovikd edppaixo + BSC) kot 95% AE exktdrot omd v
ave&apnTn aKpifelo Tov GTUTIOTIKOD TEOT.

P O1 extyproeig Basilovtor oto poviého ANCOVA e Tig yemypapikég TEPoyE Kol TO QOPTIo LETAYYIoNG OvVapOpPaS
®G GUUUETOPANTES.

* Ot acbevelg pe gucovikd edppoko a&loroyovvtal Em¢ kot Tpv amd TV petdPaocn oe luspatercept. Ia tig
KUMOUEVES 0VOADGELG 68 omoladNToTe drodoykn 12/24 gfdopddec, to oxélog Oepameiog pe luspatercept dgv
mepAapPaverl acbeveis e guovikd @approKo mov Tépacav 6to luspatercept.

Meimon tov pEowv ETMEd®V PEPPLTIVIG GTOV 0pd TapATNPNONKE ATd TNV T ovoQopds 0TO
okéAog Tov luspatercept oe cVYKpLo™ e TNV AENCT 6TO GKELOC TOV EIKOVIKOD QUPLLAKOV TNV
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EBoopada 48 (-235,56 ug/L évavtt +107,03 pg/L mwov 0dnynoe og dopopd oTn UEGT TIUN
eMdyIoTOV TETpaYOVOV NG Bepanciog kotd -342,59 pg/L (95% AE: -498,30, -186,87).

Yuvolikad 1o 85% (147/173) tv atduwv Tov avtomokpibnkav oto luspatercept kot TéTvyov
tovAdyiotov 33% peioon tov poptiov petayyicewy KoTd T SIGPKELN OTOLOVONTOTE
dotpatog 12 dradoyikdv efoopddwy TéTvyay 2 1 TEPLEGOTEPA EMEIGHOLN OVTATOKPIONG T
OTLYUN TNG AvAALGNC.

My eéaprauevn amd uetayyiosig p-Oolacooiuio

H amotereopatikdmra kot acpdreia Tov luspatercept a&toAoyndnkov Ty TOAVKEVTPIKY,
TUYOLOTOMUEVT], OTAG TOPAT], ELEYXOUEVT] IE EIKOVIKO PApHoKO peAETn paong 2 BEYOND
(ACE-536-B-THAL-002) cg eviilkeg acOeveic pe avaipio oyetilopevn pe un eoptouevn anod
petayyioeig B-0araccopio (cuykévrpmon g Hb < 10 g/dL).

Yuvolika 145 evihikec acbeveig mov AdpPovay petayyioeig RBC (0-5 povadeg RBC oty
nepiodo Tmv 24 gfdouddwv mpv TV Tuyalomoinomn), ue eninedo Hb avagopdg < 10 g/dL
(opulopevo mg o pécog 0pog TovAdyiotov 2 petpnoewv g Hb og andotoon > 1 gfdopddag
€v10G 4 €BOOUGOMV TPLY TNV TLYOLOTOINGT), TVYAOTOWON KAV Yia vo AdPovv luspatercept

(N =96) 1 eixovikd pappoko (N =49) vrodoping kabe 3 efoounadec. Ot acbeveig
OTPOUOTOTOONKOY KOTA TNV TVYaoToiNoN pe Pdon To eninedo Hb avapopds kot tig
avapepoueveg and tov achevn ekPdoeig (PRO) ot un e€optopevn ond petayyiceg
B-0oraccauio (NTDT) (epyaireio pérpnong NTDT-PRO) Baoet tng efdopadiaiog fabduoroyiog
v Tov Topéa komwons/advvapiog (T/W). Emtpendtav n tithonoinon tng 66ong £o¢ Ta

1,25 mg/kg. H 660m pmopovoe va kabvotepnoet 1} va pelwbel avaroya pe to eninedo g Hb.
YuvoAiKd, 610 53% tov acbevadv mov Adpupavay luspatercept (N = 51) ko 610 92% T@OV
acBevav mov AauPavoy swovikd eapuako (N = 45) n 66on avéndnke £og ta 1,25 mg/kg evtog
g meprodov Bepameiog 48 efdopadmv. Metald tov acBevav mov Adufavay luspatercept, to
96% exténke Yo 6 uveg 1 TepocoOTEPO Ko T0 86% eKTEONKE Yo 12 prveg 1 meplocoTEpO.
Yvvolikd, 89 (92,7%) acBeveic mov AdpuPovay luspatercept kar 35 (71,4%) acbeveic mov
Adpupavav gikoviko edppoko oAokAnpwcoy 48 efdopddes Bepaneiog.

O)ot ot acBeveic rav emhéEpot va AdPovv BSC, 1 omola mepidhdpPave petayyioceic RBC,
ANALKOVG TOPEYOVTEC GLONPOVL, XPTNOT AVTIBLOTIKAOV, OVTI-UK®OV KOl OVTIHLVKNTIOGIKOV
Oepaneldv kat S10TpoPikn| vVIToSTHPIEN, avialoya Le Tig avaykes. H ouyyopnyovuevn Bepameio
Y10 TV OVOLLoL e LETAYYIOELS AlIATOG EMTPEMOTAY, KOTA TNV KPioT TOL 10TpoD, Y1 TO YOUNAL
eMimeda UOGPAPIVIG, TO GCUUTTOUATE TOV GLGYETICOVTAV He ovorpia (TT.). CHOSVVOUIKN 1
TVELUOVIKT SuGAEITOLPYia TOL amattel Bepaneia) | cuvvoonpotnte. H pelétn anéheice
acBeveic pue Hb S/B-0aiacoouio 1 dAea (a)-0aiacoapio ) acbeveig mov eiyov PAAPN peilovog
o0py&vov (MTaTiky vOc0, Kapdlakn VOG0, TVEVUOVOTADELN, VEPPIKT AVETAPKELLX), EVEPYO
nratitda C N B, 1 HIV. AcBeveic pe mpdcpatn DVT 1 eykepaiikd enelcodio 1| tpdopatn
yphon ayoyng ue ESA, avocokatacstaitikd 1| vépo&vovpia, 1| VIO ¥pOVIL Oy UE
AVTINKTIKG 1] appOOGTN VTEPTACT OTOKAEIGTIKAY EMIONC. 2T LEAETN cLUTEPIANPONKE LOVO
évag meploptopévog aptiudc aohevav e GuVVOoTPOTITEG TOL GLGYETILOVTAV LIE TNV
VTOKEIUEVT] AVOLLIOL, OTIWG TVEVLOVIKT] VITEPTACT, NTTOTIKY| KoL VEQPIKT VOGOG Kot dtafrTng.

Ta Pacikd xopaKTPIoTIKE ovaopdis TG VOGoL 6Tov TAnBuoud pe tpdbeon yua Bepomeio

(ITT) pe un e&optdpevn omd petayyicelg f-0aracooupio otn perétn ACE-536-B-THAL-002
nmapovotdlovtot otov [Tivaxa 16.
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Mivakog 16: ANpoypo@iKd YopoKTNPLETIKA avaQOopdc Kol YUpaKTPLOTIKA OVIQOPAS TS
véoov Yo acOseveic pe pn eEaptopevn amd petayyioels p-0araccapio 6t perétn

ACE-536-B-THAL-002

IOvopog ITT
Ewoviko
Luspatercept PaproKo
(N =96) (N=49)
Anpoypagikd otovysia
Hhkio (¢11)
Avdpeon (ehay., Héy.) 39,5 (18, 71) 41 (19, 66)
®v)ro, n (%)
Avdpec 40 (41,7) 23 (46,9)
Tuvaikecg 56 (58,3) 26 (53,1)
@uii), n (%)
Aoctatikn 31(32,3) 13 (26,5)
Agvkn 59 (61,5) 28 (57,1)
Al 6 (6,3) 8(16,3)
XopaKTNPLoTIKA TG VOGOV
Awdyvoon p-0araccarpioc, n (%)
B-Boraccopio 63 (65,6) 34 (69,4)
HbE/B-8cracoaipio 28 (29,2) 11 (22,4)
B-8aiacoaiio cuvovacouévn pe a-8oilaccatio 5(5,2) 4(8,2)
Enineoo Hb avagopac® (g/dL)
Avgpeon Tyun (Edy., péy.) 8,2 (5,3,10,1) 8,1(5,7,10,1)
AcOeveic pe katnyopia pécov emuméoov Hb*
ava@opdg (g/dL), n (%)
<8,5 55(57,3) 29 (59,2)
BaOpoioyio avegopic oto NTDT-PRO T/WF, n
(o)
Adipeon Tipn (eAdy., péy.) 4,3(0,9,5) 4,1(0,4,9,5)
Katnyopia padporoyio avagopdg cto
NTDT-PRO T/W¥,
n (%)
>3 66 (68,8) 35(71,4)
@opTtio peTdyyrong avopopag
(povaodec/24 efoopdosg)
Avgpeon Tyun (edy., péy.) 0(0,4) 0(0,4)
Xrinvektopt], n (%)
No 34 (35,4) 26 (53,1)
LIC Baoer MRI (mg/g dw)’, n 95 47
Adipeon Tyun (eAdy., péy.) 3,9 (0,8, 39,9) 4,1 (0,7, 28,7)
Méy£00g ondfva Badost MRI (cm®), n 60 22
AlGpeon Tyun (eddy., LEY.) 879,9 1077,0
(276,1,2419,0) | (276,5,2243,0)
Xpion ayoyig pHe yMAMKovg TopayovTES 61o1|pov 28 (29,2) 16 (32,7)
Katd v évaptn, n (%)
Depprrivy 0po¥ katd v évapén (pg/L)? 456,5 (30,0, 360,0 (40,0,
Ardipeon Tiun (eAdy., péy.) 3528,0) 2265,0)

Hb = awpocearpivn, HbE = arpocparpivn E, ICT = ayoyn pe yniikotg mapdyovieg owdnpov, LIC = cuykévipoon
G101 POV 6TO NIap, PEY. = PEYLOTN, EAGY. = eldyiot, MRI = payvntwn topoypaeic, NTDT-PRO T/W =
Badporoyio otov TopEn KOT®ONG/ AdVVaUING TOL EPYOAEIOD OVOPEPOUEVOV 0o TOV 0.60eV EkPAcE@V TN Un

eEaptopevn amod petayyicelg B-Oaiacoottio
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% Méon T amd TovAdyiotov 2 Tipéc Hb amd 1o kevipid epyastiplo Kotd Tn StipKeW TG TEPLOSOL SIHAOYNG

28 nuepav.

P Q¢ Bubporoyia avapopdg opilotav o uécog 6pog tmv Badporoyidy mov dev Edeumav Yo tov topéa T/W tov
NTDT-PRO, yia didompa 7 nuepdv mpw v nuépa 1 g doong 1.

Y H ) tg LIC Arav gite n tyu} mov cuddéydnke amd to nhektpovikod vrumo avapopds nepiotatikol (eCRF) gite
1 T Tov TpoNAle amd v mapduetpo T2*, R2* 1 R2, avdloyo pe TO TOLEG TEXVIKEG KOL AOYIGUIKO
xpnoporotOnkav yuo t pétpnon g LIC pe MRI

3 H péon geppirivn Tov 0pod katd v Evapén vroloyictnke katd ™ Sbpkeio tov 24 eBSopddwv v 1 mpwv Vv
nuépa 1 mg do6ong 1. H xprion ayoyng pe ynikovg mapdyovies 61d1pov Katd tnv Evapén DmoA0YIoTNKE KOTA T
Sbpreta tov 24 gfdopdadwv v 1 Tpw T nuépa 1 g ddong 1.

Ta 0mOTEAEGLOTO (O TTPOG TNV OTOTEAEGUOTIKOTITA GUVOWIOVTOL TOPAKAT®.

ivakog 17: AToTeAEORATA MG TPOS TV UTOTEAEGPUATIKOTTA 6€ 0.60evEic pe pn
eEaptodpevn amé perayyiosg p-0aracscarpio oty perétn ACE-536-B-THAL-002
ITAn0vopdg ITT

Telko onpeio Luspatercept Ewkovik6 ¢appako
(N =96) (N=49)

Ilpwrtedov tediko onucio
AvENoN amd v Tipn avagopds > 1 g/dL ot péon Hb eni swastijpatog 12 ovveyopevov
efoonadmv (cg amovcio peTayyicemv)

o Effoopaosg 13-24
[Mocootd avtamdxpiong®, n 74 0,0
[(%) (AE 95%)]° [(77,1) (67,4, 85,0)] [(0,0) (0,0, 7,3)]
T p¥ <0,0001

AE = dudotpa gpmictocvvng, Hb = aipoceaipivn

*Opilopevo mg aplipds acbevav pe avénon mg Hb > 1 g/dL amovosia petayyicewv RBC oe chykpion pe v Ty
avopopdg (dnhadn, o pécog 6pog > 2 petpncenv g Hb og andotaon > 1 efdopddag 1 pio omwd v GAAN, evOg

4 efdopddav mpwv v nuépa 1 g doong 1).

P To AE 95% y1a 10 10600676 ovtamdkpiong (%) extuiOnke omd tov axpipy éleyyo Clopper-Pearson.

Y O Moyog mbavotntv (luspatercept évavtt gikovikod eappdkov) pe AE 95% ko tipun p ektyuinkov ond tov Ereyyo
CMH otpopatorompévo Bacetl katnyopiog Hb avapopdcs (< 8,5 évavti > 8,5 g/dL) kar Bdost katnyopiog
Babporoyiog avoapopds otov topén T/W tov NTDT-PRO (> 3 évavti < 3) mov opioTnkay KoTd TNV TOY00T0INGT Mg
CLUUETAPANTES.

Inueioon: Ot acbeveig pe EMenyn tipng Hb Tig efdopddeg 13-24 ta&voundnkav oty avdlvon og un
avtamokpiévrec.

Yvvohkd 1o 77,1% tov acbevav mov éhafav Bepameia pe luspatercept méTuyav pia avénon omo
v TN ovagopds > 1 g/dL ot péon Hb enl Siuotpotog 12 cvveydpevov efdopddmv (og
anovcia petayyicewv) (EBoouddeg 13-24). Avti 1 enidpaon dwtnpnnke oto 57,3% tov
acBevav mov £ptacay otnv ERdopndada 144 g Bepaneiag.

Toudrorpikde TANOvoudS

o Moelodvoniaotikd advipouo.

O Evponaikoc Opyaviopog Papudkmv xel dOCEL AmaALayn omd TNV VTOYPEMST VIOPOANG TV
amotelecpdtov TV peletmv pe to Reblozyl og 6Aeg Tic vokaTnyopieg TOL TASLOTPIKOD
TANOLG OV LE LLEAOOVOTANGTIKA GUVEpOpa (PAETe Tapdypapo 4.2 yia TANPOPOPies GYETIKA
Ue TNV ToudlaTpikn ypnHon).

o [-0alocoauio

O Evponaikdc Opyaviopuog Papudkmv £xel ddceL avoorn amd TNy vIToYpE®oT VITOPOANG TV
amotelecudTov TV peleT®v e To Reblozyl o pia 1} mepiocotepeg vIoKATNYOPiES TOV

TS0 TPV TANBLG OV NAKioG dve Tov 6 etV pe B-Bolacoaipia (PAEre mapdypopo 4.2 yia
TANPOPOPIEC GYETIKA LE TNV TOUSLUTPIKT ¥p1oN).
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5.2 @appokoKivnTIKEG 1010TNTEG

Amoppdonon

e vyeig eBelovtég ko acBevels, To luspatercept amoppopdtat fpadémc LETA TV VTOSOPL
xopyNnon, e To Cmax 0€ 0pd OV TTOPATNPELTOL CLYVA, TEPiTOV 7 NUEPEC LETA TN 060N o€ OAa
ta enimeda 60ong. H avdivon poppoakokivntikng (PK) tov minbucuod vrodnimvel 6tin
amoppdenon Tov luspatercept 6NV KVKAOPOPi ElvaL YPOUUIKT GTO EDPOC TV OOGEMV TOV
HEAETMVTOL Kol 1] omoppoenon dev emnpedleTon oNUOvVTIKA amd TV 0éom TG vIToddplag £veong
(dvo Bpayiovag, unpdc N kotkaxn yopa). H dtatopun petapintomra g AUC ftav mepimov
37% 1600 o€ acbeveig pe B-Oahaccaio 6co kot og acbeveig pe MAZ.

Koatavoun

2T CUVIGTOUEVEC OOGELC, O YEMUETPIKOG LEGOC PALVOLEVIKOG OYKOG KaTavoung ntav 9,56 L ywo
aoBeveic pe MAY kot 7,26 L yia acBeveig pe B-0aracoaipio. O pukpdg dykog KOTavoUng
VIOdEIKVVEL 0T TO luspatercept mepropileTal Kupimg g EEMKVTTAPIKA VYPE, TOL GUVASOLY LIE TN
peydan poptaxn palo tov.

Blougtooynuotiopnde

To luspatercept avapéverol vo KatafoMotel o ouvoEea e YEVIKT SL0dIKACTN OTOTKOdOUNOG
TPAOTEIVOV.

Amofoin

To luspatercept dev avouéveTal va, EKKPIVETOL GTO 00Pa AOY® TNG LEYAANG HOPLOKNC TNG HALag
7OV €IVOL TAV® OO TO OPLO OMOKAEIGHOD HEYEDOLG GTEPAUATIKNG S1ONONG. ZTIG GUVICTMUEVEG
d0GELG, 1] YEMUETPIKN UEGT GatVOUEVIKT OAIKT KaBapon ftav 0,47 L/muépa yio acOeveic pe
MAZX xon 0,44 L/mpépa yio B-Ooiaccorpio. O yeopeTpikog HEGOC ¥povog niicelag (ong otov
opo Ntav mepinov 14,1 nuépeg yio toug acbeveig pe MAZ ko 11 nuépeg yio acbeveig pe
B-Oolacooapio.

TpoppkdTnto/un ypoukoTtnTo,

H a6&non g Cmax T0OL luspatercept kot g AUC otov 0pd givon mepimov avaAoyn e Tig
avénoelg g doong and 0,125 o¢ 1,75 mg/kg. H kdBapon tov luspatercept rav ave&aptnt
amo T 066N 1| TOV YPOVO.

Orav yopryeiton kKabe Tpeig efOoUGdES, N CLYKEVTP®GST TOL luspatercept oTov 0pd POAvEL 61N
otabepn| katdotaor PeTd and 3 80celS, Le avaroyio cuocmpevong Tepinov 1,5.

Avtandékpion e Hb

e acbBeveig mov Ehafav < 4 povadec petdyyiong RBC evtog 8 efdopddwmy mpv amd tn pelétn,
1N Hb avéndnke evtog 7 nuepav amnd v Evapén g Oepameiag kot 1 ovénon cvoyetiotnke ue
Tov xpovo péypt va emtevyfei 1 Cmax TOV luspatercept. H peyaivtepn péon avénon g Hb
TapaTNPNONKE HETA TNV TPAOTN dOCN, EVD TapOTNPNONKAY ETITALOV WKPOTEPEG AVENCELS HETA
amo emaxorovbec dooelc. Ta emimeda tng Hb emaviAbay atnv tiun Evapéng mepimov 6 £mg

8 ePdopddeg amd v tekevtaio d6om (0,6 €mg 1,75 mg/kg). H avénon g éxbeong tov
luspatercept (AUC) otov opd cuoyetiotnke pe peyorotepn avénon Hb o acbeveig pe MAX 1)
B-0aiacooaiio Tov rav avlektikol 1 dvcavektikoil oe ESA.

e aoBeveig pe un eEaptmpevn and petayyioeis f-0araccaio mov iyov optio pHetdyylong
avapopdg 0 €oc 5 povadwv evtdg 24 efdouddwv, n avsavopevn €kbeon oto luspatercept otov
0p6 (uéoog 6pog AUC Ge cuvaptnon e Tov ¥pOvo) cLGYETIOTNKE U PLEYaADTEPT TOAVOTNTA
emitevéng pog avénong g Hb (> 1 g/dL /1 > 1,5 g/dL) kot peyokvtepn didpkeio TETOI0V

32



avénoewv g Hb. H ovykévtpwon tov luspatercept otov opd mov métuye to 50% g péytomg
deyepTikng emidpacnc oty mopaymyn e Hb ektiundnke og 7,6 pg/mL.

Ewdwoi tAnbuouotl

Himkiouévor

H ®K avdivon tov tinbucpov yua to luspatercept mepreddpfove acbeveig niuciokod bpovg
omd 27 £wg 95 ko 18 éwg 71 etddv, yia tovg acbeveic pe MAX kon B-0aiacoatpio, avtictoryoa,
pe pnéon nhkia ta 72,5 €11 yuo toug acBeveig pe MAZ ko ta 33 €t yio ooBeveic pe
B-Bolacoopio. Aev mapoatnpnonie kKhvikd onuavtikn dtapopd oty AUC 1 v k@Bapon
petaéld Tov NAKlok®v opadmv o acbeveig e MAX (< 64, 65-74 ka1 > 75 e1dv) 1 o€ acbeveig
ue B-Baraccapio (18 £mg 71 etddv).

Hrozikn dvalerrovpyio

H ®K avaivon tov minbuouov yuo to luspatercept mepleddpfove ac0eveig e puololoyiky
nrotwkn Asttovpyia (BIL, ALT kow AST < ULN, N = 62 ywa acbeveic pe f-0orlaoccapio kot

N =311 yw acBeveic pe MAY), fmo nratikn dvciettovpyio (BIL > 1 — 1,5 x ULN xon ALT 7
AST > ULN, N = 89 ywo acbeveic pe f-0araccopio kot N = 126 yio acOeveic ue MAY), uétpo
nratikn dveAertovpyio (BIL > 1,5 — 3 x ULN, omoladnmote ALT 1 AST, N = 157 yia acOeveig
pe B-Baraccapio kot N = 32 yia acBeveig pe MAX), 1§ cofapn nratikr) duvoiettovpyia (BIL
>3 x ULN, onowonmote ALT 1 AST, N = 73 ywa acBeveic pe B-8aracoorpio kot N =1 yia
acBeveic pe MAY) 6mmg opileton amod ta KpLthpla TePi NIaTikng dusAettovpyiag Tov EOvikod
Avtikopkvikod Ivotitovtov. Agv TapatnpiOnkay emdpacels TV KATNYOPLOV NTOTIKNG
Aerrovpylog, avénuéva nroatikd Eviopa (ALT v AST, péypt 3 x ULN) kon ovEnpéva Guvortka
BIL (4 — 246 pmol/L) oty kdBapon tov luspatercept. Agv SlomoT@ONKE KAVIKA GNUOVTIKY
dtopopd ot péon Cmax oT0bepNC KaTdoTaoNg Kot otnv AUC 6€ opddes NIOTIKNG Agttovpyiog.
Ta OK dedopéva givor averapkn yio aobeveig pe nmatikd Evivua (ALT 1 AST) >3 x ULN.
Agv vrdpyovv OK dedopéva yio acbeveig pe kippwon tov fratog (kotnyopieg A, B kot C katd
Child-Pugh) xafd¢ dev mpaypotomoOnke LeAETN CLYKEKPIUEVE, Y10 GVTOV TOV GKOTO.

Negpixn dvoiertovpyio.

H ®K avaivon tov minbuouov yuo to luspatercept mepeddpfove ac0eveis e puololoyiky
veppikn Asttovpyia (atopkdg eGFR > 90 mL/min, N = 302 yio acOeveig pe B-Oodlaccopio kot
N =169 ywo acBeveic pe MAY), o veppikr| duciettovpyia (atopkoc eGFR 60 £mg

89 mL/min, N = 74 yia acOeveic pue B-0ahaccopio kot N = 204 yio acBeveic ue MAY) 7 pétpla
veppikn dvciettovpyia (atoputkdc eGFR 30 émg 59 mL/min, N = 4 yio acOeveic pe
B-Bolacoopio kor N = 88 yia acBeveic pe MAY) 6mwg opiotnke and ToV TUTO TPOTOTOINGNG
ToV dlautoAoyiov atn veppikn voso (MDRD). H éxbeomn oto luspatercept atov opd (AUC) oe
otabepn| katdotaon NTav 24% Emg 41% vynAotepn o acheveic pe Nmia £0¢ PETPLU VEPPIKA
dvchertovpyio og cOYKpion pe aobeveis pe puotodoyikn veppikn Asttovpyia. Ta K dedopéva
etvon averapkn| yio acBevelc pe coPopn veppikn dvoiertovpyia (atopkds eGFR < 30 mL/min)
N VEPPIKT VOGO TEMKOD GTAdI0V.

AM\OL gyyeveic mOpOYOVTEC

Ta akolovBa yopoakTNPoTIKE TANOVGLHOV OV £Y0VV KAWVIKA oMpavTikn enidpact otnv AUC
tov luspatercept 1 otV KGBapon: eOAO Kol LAN (ActloTikn EvovTtt AEVKNG).

Ta axolovBa YopoaKTNPIGTIKE avapopdis TG VOGOL OgV giyav KAVIKE GNLOVTIKY ENLOpACT OTNV
KkéBapon tov luspatercept: eninedo gpvBpomomtivng otov opd (2,4—1.680 U/L yia acBeveig e
B-Bolaccopio kot 7,80 — 2.920 U/L ywa acBeveic pe MAY), poprtio petdyyiong RBC (0—

43,4 novaoeg/24 gfoopadec), SaktuAlogldeic odnpoPfrdotes MAX, Tpocdiopioidc YovoTuITo
B-0oraccopiog (BO/BO Evavtt un-p0O/B0) kot orinvektoun.

O 6ykog katavoung kot kdBapong tov luspatercept av&nonke pe v avEnon 10V COUATIKOV
Bapovg (33—124 kg), vrootnpilovtag 10 00G0A0YIKO oYU Le Bdon TOo couaTiko Bapoc.
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5.3 IIpoxivikd d€dopéva Y10, TNV 06QALELN

Toéwdtnro povng ko smovarouBavopusvng 66onc

Metd amd emavellnuuévn xoprynon tov luspatercept o€ entudeg, ot T0EIKOTNTEG
meptehdufovoy: LEUPPOVOTOAAATANCIAGTIKY GTEIPALATOVEPPITION, CLLPEOPNOT), VEKPMOOT
/Kot evavOpaKkmon TV ETVEPPLOI®mV, NTUTOKVTTAPIKT] SL0OIKAGI0 GYNLATIGHOD KEVOTOTI®V
K0l VEKPOOT], EVOVOPAK®OGT TOL 0OEVIKOD GTOUAYOV Kot HEWWUIEVO Bapn Kapdtdg Kol TveELUOVOY
YOPIG GYETIKA IGTOAOYIKA EVPNIATO. L€ APKETEC LEAETEC GE EMUVEG Kol KOUVEALD OTUEIDONKE
KAWVIKY] TopaTiipnon TPNOUEVAOV OTicOmV AKP®V/TOS®V (CUUTEPILOUPAVOUEVOY TOV HEAETOV
VEOVIKNG KOl OVOTOPay®YIKNG TOEIKOTNTOG). e £vav VEAPO ETLUD, QVTO GUCYETIOTNKE
16TOTAOOAOYIKG LUE OYNUATIGUO VEOL 0GTOV, tvmon Kot pAeyuovh. H
UEUPPAVOTOALATANCIOCTIKT CTEPAUATOVEPPITION TapatnprOnke kon o€ mBNKovg. [Ipdobeteg
to&kdTNTEG OE MO KOVG TEPLEAAUPAVOV: OYYEIONKO EKQUAICUO Kol PAEYHOVAOIELG OO GEIS GTO
YOPLOELOEC TAEY QL.

2 pHeRETN ToEIKOTNTOG 6 UNV®V, TN LEAETT) HEYAADTEPTG OEPKELNG GE TBNKOVG, TO EMINESO
670 omoio dev mapatnpnOnkav avemBvunteg evépyeieg (NOAEL) frav 0,3 mg/kg (0,3 gopég
TEPLOCOTEPO 0o TNV KMVIKY €kBeon oto 1,75 mg/kg kdbe 3 efdouddec). Aev eviomiomke
NOAEL og gmpieg kot 1o yopmAotepo eninedo 610 omoio mapatnpovvral avembounteg
evepyeteg (LOAEL) oty 3unviaia peiétn empoav ftav 1 mg/kg (0,9 popég mepiocdtepo amod
v KAavikn ékbeon oo 1,75 mg/kg kébe 3 efdopnadec).

Kapkxiwvoyéveon kar uetodroéloyéveon

Agv &xovv deayBel peréteg ovte Kapkivoyéveonc ovte petarrallyéveong Le to luspatercept.
Ayatoloyikég kakonBeleg mapoatnprOnkay o€ 3 amd tovg 44 emipvec mov eEETAGTNKAY GTNV
opado vymAdtepng 660G (10 mg/kg) onv opiotikn perétn veavikng to&ikotntag. H eppdvion
oVTOV TV OYK®V o€ veapd {da eitval acuviBiloTn Kol dev UTOPEL VO OTOKAEIGTEL 1] GYEGT| TOVG
pe 1 Oepaneia pe luspatercept. tn d6om tov 10 mg/kg, oty omoia TapatnpnOnKay dykot, 1
éxBeon amotelel moAhamhdcio g EkBeomg mepimov 4 popég emi TG exTiu®UEVNC EKBeon G o€
KAwvikn 86om 1,75 mg/kg kabe tpeig efoouddec.

Agv mopatnpndnikoy dALeG TOALATAOCIUOTIKEG 1) TPO-VEOTAAGLATIKEG AALOIDGELG TOV VO
amodidovrol oto luspatercept 6€ 0mO100MTOTE €I00G, 6€ AALEG UM KAWVIKEG LEAETEG AGPAAELOG
7ov oeénydnoav pe to luspatercept, copmeptropuPavouévne e LEAETNG 6 UNVOV og TONKoLG.

Tovipdémra

e pio LeAETN YOVIHOTNTOG O€ EMUVES, 1| Yopnynon luspatercept e Onivkd, o€ 06GELIG
VYNAOTEPEG ATO TNV TPEXOVGO GUVIGTAOUEVT VYNAOTEPT avOp®OTIVY 060N, HeiwTE TOV PHEGO
0p1OUO TOV ®YPDOV COUOTIOV, TOV ELPVTEVUATOV Kol TOV PLOcU®V uPpinv. Agy
mopatnpn Koy tétoln amoteAéopata 6tav 1 £kBeon oe {da ftav 1,5 popéc peyoldtepn amd
v KAvikn| €kBeon. Ot emdpacelc 6T YOVIHOTNTO 68 ONAVKODG ETUDEG TAV OVUCSTPEYIIEG
uetd omd pia wepiodo amodpoung 14 foopdadmv.

H yopniynon tov luspatercept oe apoevikodg eTUDEG, G€ SOGELS VYNAITEPES OO TNV TPEYOLGO
GUVIGTAOUEVT VYNAOTEPN avBp®TIVY dOGN dEV glxe OveEmBOUNTEG EVEPYELES OTA OPCEVIKA
AVATOPUYOYIKE Opyova 1 0TIV 1KOVOTNTA TOVE Vo, (EVYap®@VOLV Kol VO, TOPAyoLV Pldctua
éuPpva. H vymidtepn 8601 mov S0KIPUACTIKE GE OPCEVIKOVS EMUDES OmEdMTE EkDeOT| TEPITOL
7 popég TV KAk €kBeom.

EuBpvikn avartvén (EFD)

AeEyOnoav ToEucoloyikég HeAETec eUPpuikng avanTuéng (LeAéTeg EVpeES G EDPOVCE Kot
OPLOTIKEG LEAETEG) GE £YKDOVG EMUDESG KOl KOVVEALD. XTIG OPLOTIKEG PLEAETES YOpT Y OMKOY
dooeig £mg 30 mg/kg 1| 40 mg/kg kdOe efSopdda, 00 POPES KaTd TN S1APKELN TG TEPLOSOV
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opyavoyéveons. To luspatercept ftov vag eMAEKTIKOC TAPAYOVTOS OVOTTUEIOKTG TOEIKOTNTOG
(To @pdyua dev emnpedoTNKE, TO EUPPLO EXNPEACTNKE) GTOV EMUD Kot £VOC TAPAYOVTOS
AvATTLEIOKNG TOEIKOTNTOG TG UNTEPAG KOl TOV EUPPVOV (EMNPEACTNKE KOL 1] UNTEPX KOl TO
£uPpvo) oto KovvéLL. TlapatnpnOnkav epfpuikéc emdOpaoelg kol oTa 6o €101 Kot
ooumepAapupavay Hetdoelg otov aptiud tov {Oviov eufpomy Kot 6To GOUATIKA BApn TOL
gUPPLOV, AVENCELS OTIS ATOPPOPNGELS, OTIG ATMAEIEG LETA TNV EUPVTEVCT) KOl OTI OKEAETIKEG
UETAPOAEG KOl GTO EUPPLA TOV KOVVEADV, TOPOUOPPMDCELS GTO TAELPE Kol TOVG GTOVOVAOLG,.
Kot oto 800 €idn, o1 emdpdoeic tov luspatercept mapatnpndnkav otig perétec EFD ot
YoUNAOTEPN 006N TOL dOKIUGCTNKE, oTa 5 mg/kg, Tov avticTolyEl oe exTiu®uEVn €kBeon oe
EMUVEG Kol KOVVEALL TTEPITOL 2,7 KoL 5,5 POpES PHEYOADTEPT], AVTIGTOLYM, OO TNV EKTIUMUEVT
KAk €kBeon.

IIpoyevvntikn Kot LETOYEVVITIKN OVOITTVLEN

Y& HEAETN TPO- KO LETO-YEVVITIKNG avAmTUENG, 1e emineda 0o6ong 3, 10 1 30 mg/kg
yopryovpeva pio eopd kdde 2 efdopdadeg amd v nuépa e komeong (GD) 6 émg
petayevvntikn nuépa (PND) 20, ta avemBounta suprpato 6€ OAES TIg 0OGELG ATOTEAOVVTAY
omd youniotepa and Fi copatikd Pdpn tov veoyvav kot ota 600 UAN Katd T Yévvnon, Kab'
OAN T ddpkela TG Yarovyiog Kol pHetd tov amoyoiaktiopd (PND 28), 1o katdTtepa OUATIKA
Bapn katd v Tpodun tepiodo mpo tov Levyapopatog (EBoopndadeg 1 kan 2) ota Onivkd Fi
(avemBounta povo ota 30 mg/kg/d60m) Kot Ta KaTdTEPO COUOTIKG Bdpn ota apoevikd Fi kotd
T OAPKELN TV TEPLOO®Y TPV ard TO LEVvYApwLLa, TS 60LevENG Kot petd to (evydpmpo, Kot
UIKPOGKOTIKA VEPPOAOYIKE gvpipata ot veoyvd Fi. EmmAéov, ta un avemfounto evprjpota
nepreddpfovay kabvotepnuévn oe&ovolikn mpipaven Tov apoevikod ota 10 Kot

30 mg/kg/d60m. H xabuotépnon oty avamtuén kat ta avembiunto veppoAoyIKa vprLota,
ot yevid Fi, anékieice 1ov tpocdiopiopd evog NOAEL yia T yevikn Kot avamtuéiok
to&wdtnrTa tov Fi. Qotoc0, dev vanpée kdmola enidpaoT 6ToVG SEIKTEC GUUTEPIPOPAS, GTN
YOVILOTNTO T} OTIC OVATOPUYDYIKEG TOPOUUETPOVG GE OTOLOONTOTE EMIMEDO OOGNG O
omotodnTote POAO, cuvendc T0 NOAEL Yo eKTIUNCELS GUUTEPLPOPAC, YOVILLOTNTOC Kol
avamopayoykng Aettovpyiog ota {oa Fi Becopndnke n 30 mg/kg/d60m. To luspatercept
UETAPEPETOL PECH TOL TAUKOVVTA TOV EYKDMV EMPVAOV KOl KOVVEAIDY KOl EKKPIVETOL GTO YAAQ
TV INAaloviov empody.

Neovikn toéikdtnro

e pio perétn o veapoig empdeg, to luspatercept yopnynonke amod tn LeToyevwn Tk nUEPa
(PND) 7 uéyprt PND 91 ota 0, 1, 3 11 10 mg/kg. IToALd amd ta eupipota wov opotnpnonkoy
0€ HEAETEC TOEIKOTNTOG EMOVOAAUPAVOUEVIC OOOTG GE EVIAIKEG EMUVES ETAVOANQONKAY GTOVG
veapovg eTUHEC. AVTA T EVPNUATO TEPIAAUPOVAY CTEPAUATOVEPPITION GTOVS VEQPOVC,
LLOPPAYiC/CLUEOPNOT, VEKPWOGT] KO EVOVOPAK®OT TV eMVEPPLdinVY, EVavOpaKwmon Tov
PAevvoyovov 6To GTOopd)L, YOUNAOTEPO PApN Kapdidg Kot Tpnopéva omtichia dkpa/noda. Ta
gupnuata ov oyetilovton pe to luspatercept, mov eivar LOVOSIKE Y10, TOVE VEAPOVG EMUDEC,
TePIAAUPavOY TN COANVOEIDT ATPOPIO/VTOTANGIO TOV EGMTEPIKOD HVEAOD TOV VEQPDV,
Kkafvotepnoelg 6T PEoT NAKia TG 6EE0VAAKNG MPILAVONG OTA OPCEVIKA, EMOPACEIS GTNV
AVATOPUY®YIKT ETid00T (YaunAdtepot deikteg CEVLYUPDUOTOC) KO TIC U aveETOOUNTEC
UELDGELS TNV 0GTIKN TUKVOTNTU UETAAL®Y TOGO GTOVG BPGEVIKOVEC OGO KOl GTOLES ONAvKovg
empoes. Ol eMOPACELS GTNV AVOTAPOYDYIKN EMIO00T TapaTNPNONKAY HETA amd TEPi0d0
amodpoUnG Gve TV 3 PNVAaV, Yeyovog Tov VTOdNAMVEL povipo arotéieopa. [lapott dev
g€etdotnKe N avASTPEYIUOTNTA TG COANVOEZ0VC UTPOPINC/VTOTANGTING, TO OTOTEAEGLOTOL
avtd Bepnnkav eniong pn avactpéyipa. Ot avemBOUNTEG EVEPYELEG GTOVG VEQPOVS KOl TO
AVOTOPAYMYIKO GUGTNLO TapaTnPHONKay 68 KAVIKG Gtk eninedo ékBeong Kot
EUPAVICTNKAV OTN YOUNAOTEPT dOCN TTOV EEETAGTNKE KO, GUVETMGC, Ogv TekunpLmdnke NOAEL.
Emumléov, mapatnpnOnkav aipatoloyikéc kakondeieg oe 3 and toug 44 emipveg mov
eetdotnKov otnv vyNAdTEPN docoroykn opdda (10 mg/kg). Ora avtd ta evprpota
Bewpovvror mhavol kivduvotl yia Tovg TadaTpkovs acheveis.
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6. ®APMAKEYTIKEX TIAHPO®OPIEX
6.1 Kotahloyog ekddymv

Kitpikd o&o povoivdpuco (E330)

Nérpio kitpkd (E331)

[HoAvoopPko 80 (E433)

Zakyopoln

YépoyAwpikd 0D (yio pvOuion tov pH)
Natpiov vépoeidio (Yo pvOon tov pH)

6.2 AocvupatétnTeg

AVTO TO POPUOKEVTIKO TPOIOV OEV TPEMEL VO, AVOUELYVOETOL LE GAAC PAPUAKEVTIKA TPOIOVTOL
EKTOG QLTAV TTOV AVAPEPOVTOL TNV ToPAypapo 6.6.

6.3 Awapkera Lo

Mn avoryuévo glaiidlo
5 ypévia.

Metd v avacvotaon

Otov puAdcceTal GTOV apyLKO TEPIEKTY, EXEL EMOELYDEl ynIKT KO PLGIKT oTafepdTNTA KOTA
T YPNON TOL AVAGVOTOOEVTOG POPLOKEVTIKOV TPOTOVTOG Yo £mG Kol 8 dpeg o€ Bepuokpacio
dopatiov (< 25°C) 1 éog kar 24 dpeg otovg 2°C - 8°C.

A6 PiKpoProroyikng Gmoyngc, T0 QAPUIKEVTIKO TPOIOV TPEMEL VA YPT|CLLOTOLEITAL OUECSMG. AV
dev ypnotponombel apécme, o ypNotng ival vrevhuvog Yia To YPOVO dLTHPNONG KATA TN
¥PNOM Kot TIG GVVONKEC TPV ammd T YPNoN Kot dev TPEMEL va, vtepfaivovy Tig 24 MPEC GTOVG
2°C - 8°C.

Mnv KoToyOyETE TO AVOoLGTAOEY Stodvua.

6.4 Iowitepeg mpourdéers katd T POLAEN TOV TPOIOVTOG

dvidocoete og yoyeio (2°C - 8°C).

Mnv koTonyOyETE.

dvAidooete oV ApyIKN ¥EPTIVN CLOKEVAGIO Y10 VO TPOGTATEVETOL OO TO PG,

IMa t1g cvVONKeg SlaTHPNONG LETA TNV AVOGVGTACT] TOV POPUAKEVTIKOD TPOIOVTOG, BA.
Tapaypapo 6.3.

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

Reblozyl 25 mg kévig yio evéoiuo didivpa

3 mL yvdAwvo @roridio Tomov I pe vopoPofn ecwTepikn EMKAALYT KAEICUEVO LE EAAGTIKO
ToORo 0md BpoUofovTOALO Kol GEPAYIGUA 0O AAOVUIVIO [LE KITPIVO OTOCTIMUEVO KOTAKL 0md
TOAVTPOTVAEVIO.

Reblozyl 75 mg kévig yio evéoipo dulopo

3 mL yvdAwvo @aridio Tomov I pe vopdeofn ecmTePIKn EMKAAVYT KAEIGUEVO LE ELACTIKO
OO 0o PBp®UOPOVLTOALO KO COPAYIGHO 0O CAOVUIVIO [LE TTOPTOKOAL OTOGTOUEVO KOTAKL
OO TOAVTPOTLAEVIO.

Méyeboc cuokevaoiog: 1 eroridio
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6.6 Iowitepeg TPOPVAGEELS UOPPLYNGS KL GALOG YELPIGIOG

To Reblozyl npénet va avacvotabel Eappadg Tptv amd T yopnynon. Ao Tpénel va amopehyeTol
N embeTikn avakivnon.

Avac0G6To0MN TOV TPOiIOVTOC

To Reblozyl mopéyetol g Avo@iAomomuévn KOVIC Yo avachotacn Tpy amd T ypnon. Kotd
v avacvotaon Tov Reblozyl Oa npénel va ypnoyomoteitar povov 0émp yia evéoyo (WFI).

®o mpénet vo, avacvotadel 0 kaTdAAnAog aplfudc elaAdiov Tov Reblozyl yuo va emttevyfei n
emBountn 060m. [ v avacHoTaoT, TPENEL VO, YPTCULOTOLEITAL GUPLYYO. LLE KOTAAANAEG

dwPabuiceic yio tnv eacpdiion akpiPovg d6oNG.

T v avocvotoon Ha Tpénel va okoAoVONoETE TO TOPAKATO BpaTo:

1. AQapéoTe TO YPOLOTIOTO KOTAKL 0td TO LOAISI0 KOl GKOVTIGTE TO EMAV® PEPOG LLE €Vl
OAKOOAOVYO HoVTNAGKL.

2. Reblozyl 25 mg kévig yio evéoiuo didivpa
IIpocBéote 0,68 mL WFI 6to @loAidio pe pia cupryya pe katdAinieg dwafabpicets, pe
pio erdva va katevBovel T por T AVOPIAOTOMEVT GKOVT. APNoTE va Tapapeivel
axivnto yia éva Aentd. Kabe praAidto povipovg doong 25 mg Bo mapdoyet Tovidyiotov
0,5 mL tov 50 mg/mL luspatercept.

Reblozyl 75 mg k6vig yio evéouo ditdivpa

[Ipocbéote 1,6 mL WFI 610 @roridio pe pia cupryya pe kotdAAnieg dwofoduioets, pe pia
BeAdva va katevBhvel TN por} 6T AVOPIAOTONEVT OKOVN. APNoTE VO Tapapeivel
axivnto yia éva Aento. Kabe praAidio povipovg doong 75 mg Bo mapdoyet Tovidyiotov
1,5 mL tov 50 mg/mL luspatercept.

3. Amoppiyte TN feAoOva Kot T GVUPLYYQ TOV YPNCLOTOONKAY Yid TV avacOoTacT). Mnv
TIG PN OLUOTOLEITE Y10 LTOSOPLAL EVEDT).

4, Av0dgdoTe amodd TO PLAIdI0 o€ KuKAKY Kiviion Yo 30 dgvutepOAenta. TTAUOTNOTE TV
avaoevon kal aproTe To PraAidlo vo otabdel og Katakdpvern 0¢on yio 30 devtepdrenta.

5. EXéyEte To @LoAid10 Yo adidAvTn oKk6VN 670 dtdAvpa. Edv mapatnpnfel adiddlvtn okovn,
enovolafete 1o Pripa 4 péypt va dtolvbel TANp®g 1 oKOVI).

6. AvTioTpéYTE TO PLOAISI0 Kot 6TpoPihioTte omald 6€ aveoTpappévn Béon Y

30 devteporenta. Enavoapépete 10 groAidto oty katakopuen BEon Kot apnoTe To va
otabei yia 30 devteporenta.

7. EravolaPete 1o Pripa 6 entd emmAéov opEG Yo Vo, S10GQUAICTEL TANPNG AVOcVGTICN
TOV VAIKOD GTIC TAEVPEC TOV PLOALGIOV.
8. E\éy&re ontikd to avacvotabév Stdilvpa mpv amd ) xopnynon. Otav avaperydel cword,

70 avacvotadéy dtdAvpa Reblozyl gival éva daypouo Eng eEAappmdg Kitpvo, S1oyEg £
ghappac 1p1difov didAvpa To omoio eivar amoAiayuévo amd opatd Eéva copatiot. Mny
YPMOLLOTOLEITE EAV TAPOTNPOVVTAL ASLIAVTO TPOTOV 1| EEVa cropatid.

9. Edv to avacvotabév didivpa dev ypnoiporondet apéoms, A. mapdypapo 6.3 yia Tig
ouvOnKeg pOAAENC.

Kda0e aypnoiponointo eopuokevtiKd Tpoiov 1 VIOAEWUO TPETEL VO ATOPPITTETOL COUPOVOL LE
TIC KATA TOTOVC IGYVOVOEG OYETIKEG SLOTAEELC.
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7. KATOXOX THX AAEIAX KYKAO®OPIAX
Bristol-Myers Squibb Pharma EEIG

Plaza 254

Blanchardstown Corporate Park 2

Dublin 15, D15 T867

Iphovdia

8. APIOMOI AAEIAY KYKAO®OPIAX
EU/1/20/1452/001

EU/1/20/1452/002

9. HMEPOMHNIA IIPQTHY ET'KPIZHX/ANANEQXHY THX AAEIAX
Huepopnvia tpodtc £ykprong: 25 Iovviov 2020

Huepounvia televtaiog avabedpnong: 14 defpovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHYX TOY KEIMENOY

02/2025

Aentopepeic TANPOQOPiES Y10 TO TAPOV POPUAKEVTIKO TPOioV gival S1afEGIES GTOV SIKTLOKO
om0 tov Evporaikod Opyaviopuod Pappdkwv: http:/www.ema.europa.eu.
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ITAPAPTHMA 11

IMAPAXKEYAXTEX THX BIOAOT'TIKQX APAXTIKHX
OYZIAX KAI ITAPAXKEYAXTHX YIIEYOYNOX I'TA
THN AITOAEEMEYXZH TQN HAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH
KAI TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITIEPIOPIXMOI XXETIKA ME THN AX®PAAH

KAI AIIOTEAEEMATIKH XPHXH TOY
®APMAKEYTIKOY ITPOIONTOX
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A. HAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX OYXIAX KAI
HHAPAXKEYAXTHX YIIEYOYNOX I'TA THN AIIOAEXMEYXZH TQN
IMAPTIAQN

‘Ovopa kot 01enfuvon TV TOPOoKELAOTAOV TNE PIOAOYIKMC dPUCTIKNES OVCINC

Lonza Biologics Tuas Pte Ltd.
35 Tuas South Ave. 6,
Singapore, Singapore 637377
Ziykamobpn

Biogen MA Inc.

5000 Davis Dr

Research Triangle Park, NC
27709

HITA

‘Ovopa kot 41enfuvon Tov TOPUCKELAOTH TOV Eival VTELOLVOC YO TNV OTTOOECUEVLCT] TMV
ToPTId®V

Celgene Distribution B.V.
Orteliuslaan 1000

3528 BD Utrecht
OALavdio

B. OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Yo TO 0TTOI0 OTaLTEITAL TEPLOPIGUEVT 1aTPIKT) cuvTayT| (PA. mapdptnua I:
[epiinym Tov Xopaktnplotikev tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHXZEIX THX AAEIAYX KYKAO®OPIAX
e  Ex0fosgic meprodukng mapakorovOnong s aocpdreias (PSURS)

Ot amortnoelg yio v voPoin twv PSURS yo 10 gv A0Ym QapUaKeLTIKO TPOIOV
opiCovtar 6ToV KaTdAOYO LE TIC Nuepounvieg avapopds e Evaong (katdioyog EURD)
mov mopatifetal oty Tapdypoeo 7, tov dpbpov 107y, g odnyiag 2001/83/EK kot kaOe
EMOKOLOVONG EMIKOIPOTOINGNG OTTMG ONUOGIEVETOL GTIV EVPOTOAIKT SUKTLOKT TOAT Y10l TQ

QAPLLOKDL.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yyéoro owayeiprong kivovvov (XAK)

O Kdroyog Adetag Kvkhogpopiag (KAK) Ba die&aydyet Tig amottodpeveg Spactnplotnes
Kot TPEUPAGELS POUPUOKOETAYPVOTVIIONG OGS Tapovctdfovtol 6to cupewvniéy ZAK
7ov mopovctaletar oty evotnta 1.8.2 ¢ ddelog KuKAopopiog Kot 0TolecoNToTE
enokolovbeg eykekpuéveg avabempnoelg tov TAK.

‘Eva emucatporompévo ZAK Oa mpénet va kototedei:

. Metd and aitnuoe tov Evporaikod Opyaviopo @apudkmv,

. Omnotednmnote Tpomomoteital To VoI dlayeiplong KivoHvo, EOKE MG ATOTEAEGHLA
AYNMG VEDV TANPOPOPIDV TTOL UTOPOVV VO, ETLPEPOVY CTLLOVTIKT ALY TN oYEoM
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0PEAOVG-KIVOUVOL 1 MG ATOTEAEGLLOL TNG EMITEVENC EVOG OTUAVTIKOD OPOCTLOV
(poapuaKoemaypOTVNON 1 EAOYLIGTOTOINOT) KIVODVOU).

Enwcoporompévo XAK Oa wpénet va katatedel péypt tn CHMP cuppovnuévn
mpobecpia.

o EmnpdécOeta pérpa ehayyrotomoinong Kivovvou

Ipwv and v kvkAoopia tov Reblozyl oe kdOe kpdtog pérog, o Katoyog Adsiog Kvkhopopiog
(KAK) npénet va copgovicet pe tnv EOviki Appodia Apyn avo@opikd |LE TO TEPLEYOUEVO KoL
TN HOPPY] TOL EKTALOEVTIKOV TPOYPAUUATOSG, CUUTEPIAAUPAVOUEVAOV TV LECMVY ETKOVOVING,
TOV TPOTOV SLAVOUNG KOl OTOLMVONTOTE AAAWDY TTUYMV TOL TPOYPALATOC.

0O KAK 0a dtucparicet 6t1, o€ kbbe kpdtog pérog dmov kukropopei to Reblozyl, 6Xot ot
emaryyelpatieg vyelog mov mpotifevion va cvvtayoypapncovyv 1o Reblozyl dwabétovv évav
QAKEAO TANPOPOPIDYV Y10 TOV ETOYYELLOTIO VYEIOG, O 000G TTEPLEYEL TO. EENG:

1. [TAnpogopieg oyeTikd e To OV pmopel kaveic vo Bpel v mo tpdsearn [IXII,
2. Alota gEléyyou yio Tov emayyeipatio vyeiog,
3. Kdapta ac0evoic (LOVo Yo YOVOITKEC GE AVOTOPOY®YIKT NALKI).

Alota gréyyov Yo Tov emayyeipatio vyeiog

H Aiota eAéyyov yia tov emaryyeipatio vysiog 0o mpémet va xpnouonoleitol Tptv omd Ty
évapén g Bepaneiog, oe KABe YopnyNom, Kol GTI GUVEXELD GE TOKTUKH OLLGTHLLOTO KOTE TV
TPAYULATOTOINON TNG TapaKoAovONGNG.

H Aiota edéyyov yia tov emayyeipatio vyeiog 0o mpémetl va mepiéyet ta akdiovba Kopia

pnvopoaTo:

o ITAnpooopieg yia peréteg o melpapotolma, Tov delyvouy Ty To&kdTNTa KATH TV
avamopay®yn Kot tnv epppvotoéikdtnta tov luspatercept kot 6Tt avtevdeikvutot
GUVETMOC KOTA T SLAPKELN TNG EYKVUOGVVIG.

o YrevOopon 61t to luspatercept avtevoeikvutal katd Tn S1GpKELD TNG EYKLHOGUVIG KOOMG
KOl G€ YOVOIKEG O OVOTOPAYMYIKT NAKIO Ol OTTOIEG OE YPTCLLOTOLOVY ATOTEAEGUATIKY)
LéBodo avTicOAANYMG.

. Avaykn mapoyns copfovieav mpv amd v Evapén g Bepaneiog Kot ToOKTIKE, 6N

GUVEYELD, AVOPOPIKA e TOV KivOuvo Tepatoyéveonc Tov luspatercept kot omapaitnteg
EVEPYELEG Y10 TNV EAOYLOTOTOINGN ALTOV TOL KIVOVVOU.

. [pénel vo TPy LOTOTTOIEITAL TEGT EYKVUOGVVTG KOL TO OPVNTIKO OTOTEAEGLO, VOl
enoAnBeveton omd Tov cuvtayoypdeo mpty amd v Evapén g Bepaneiag. [Ipémnel va
EMOVOLOUPAVETOL VA EDAOYA OLOGTHLLOTAL.

. Ot aoBeveic Tpémetl va YpNOLLOTOL0VV 1O10HTEPA ATOTELECUATIKY LEOODOO OVTIGOAAN YN G
Kkatd Tt ddpketa tng Oepaneiog pe luspatercept.
. Katd ) didpkela g Oepaneiog, o1 yovaikeg dev npémetl va peivouv £ykveg. Edv kdmoia

yovaika petvel éykvog 1 embopet va petvet £ykvog, 8o tpémet vo StokdnTEL TO
luspatercept. ['vvaikeg e avamapoy@yk MAKio TPETEL Vo ¥PNCILOTOOVY 110iTEPQ
amotelecuatikny pEBodo avTicOAANYNG Katd T didpkela tng Oepaneiog pe luspatercept
KO Y10, TOVAG1oTOV 3 puiveg petd tn diakon tng Oepomeiog pe luspatercept.

. Avaykn Tapoyng cupfovimv o€ TEPITT®ON EYKLVHOGUVIG Kot a&loAdynon g EkPaong
0TO10.GONTTOTE EYKVUOGVVNC.
. Edv mpoxidyet eyxopocvvn Katd ) dudpkela g Oepameiog 1 katd toug 3 unveg mov

axolovBobv T drokomn g Oepaneiag pe luspatercept, vrevBouilete oty achevi 6TL
npénet va, anevBuviel 6Tov emayyeApotio vyeiag, oty approdia Bvikn apyn n/Kot TNy
BMS, entkovovmvtag LEG® TG TOTIKNG 01e0fuvenc NAEKTPOVIKOD ToyLOPOUEIOD 1
EMOKENTOUEVT TOV SLOIKTVOKO TOTO TTOV TAPEXETAL OTO EV AOYM VAKO, aveEApTNTO O
T1G avemBuunTeG EKPACELS TOL TAPATNPOVVTAL.
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Kapta a60evoic (Lévo Yo yuvaikeg 6€ avomapayyiky nikia)

H xdpta acbevoic O mpénet va mapéyetot amd Tov EnyyeEAUATIO VYEIOG OTIG YOVOIKEG OE
AVATOPUY®YIKN NAKia kaTd Tov xpdvo Evapéng g Bepaneiag. O emayyelpotiog vyeiog Tpémet
Vo pOTA TIG YOVOTKEG GE OVATTOPAYWYIKN NALKia edv Exovv TV KApTa 060voidg mpty amd Kabe
EMOLEVT] YOPNYNOT| KOL VO TOVG ODGEL EMTALEOV KAPTEG AVALOYA LLE TIG AVAYKEC.

H xépta acbevoic Oa mepiéyetl o axdAovo, kKdpLo, umvopoto.:

o Odnyieg mPOC T YOUVOIKEC OE OVOTOPAYMYIKT NALKIN GYETIKA IE:

o Tnv avaykn yio opvnTikd TEGT EYKVUOGVUVNG TPV oo TV Evopén g Bepaneiog pe
luspatercept o€ yuvaikeg g avamapoy@ytk nAkia.

o Tnv avaykn va yp1oLLOTOI00V Ol YOVOIKEG GE OVATOPOY®YIKT NAKIC TOVAGYIGTOV

pio Wwitepa omotedeopatikny pEBoSO avTiIcOAANYNG KOTA T JEPKELD TNG
Oepaneiog pe luspatercept kot Yo TOLAGYIGTOV 3 UVEG PETA TN O10KOTH.

o Tnv avaykn va ovagépovy 6Tov 1iTpd omoladnmote skalopuevn 1 exePoimpévn
EYKVHOGVVN TTOL TPOKVTTEL KOTA TN Stdpkela TG Oepameiag kot yio 3 uqveg Heta
T Swakonn| g Bepamneiog.
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Reblozyl 25 mg k6vig yio evéoiuo dtdivua
luspatercept

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ka0e praridio mepiéyet 25 mg luspatercept. Metd v avacvotaon, KOs mL dtaAvdpatog
nepi€yet 50 mg luspatercept.

3. KATAAOI'OX EKAOXQN

"Exdoya: kitptkd o0&y povovdpikd (E330), vatpro kitpucd (E331), moivcopPuco 80 (E433),
oakyopoln, vopoyAwpikd 0&D, vatpiov VOpoLeidlo.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yia evéoipo d1dAvpa

1 proAidlo

‘ S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

AwBdote 10 PUALO 0NV YPAONG TPV OO T YPNOT).
Ymodopia yprion.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO
®APMAKEYTIKO IIPOION MPEIEI NA ®YAAXXETAI *E OEXH THN
OIIOIA AEN BAEIIOYN KAI AEN TPOXEITIZOYN TA ITAIAIA

Na puAdooetol og 06om, TV onoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI
AITAPAITHTH(EY)

8. HMEPOMHNIA AHEHX

EXP

45



9. EIAIKEX XYNOHKEX OYAAZEHX

DOvAdoocete o€ Yyouyeio. Mnv Katayvyete. DVAACGETE GTNV OPYLKN YAPTIVI] CLGKELAGIN Y10l VO,
TPOGTATEVETAL OO TO PG,

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN I10Y ITPOEPXONTAI ATIIO AYTA, EOOXON AITAITEITAI

Kabe aypnoipomointo eopuokevticod Tpoioy 1 VTOAEUO TPETEL VO OTOPPITTETOL COUPDVOL LE
TIG KOTA TOTOVG 15YDOVOEG GYETIKES OLAUTAEELS.

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

IpAavdia

12. APIOMOX(OI) AAETIAY KYKAO®OPIAX

EU/1/20/1452/001

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

REBLOZYL 25 mg

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIXATAXTATOX
I'PAMMOQTOX KQAIKAX (2D)

A160106T0TOC YPUUU®TOS KddKaS (2D) mov gépet Tov TEPIANPOEVTO LOVASTKO CVOyVOPIGTIKO
K@OKO.
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18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA
AITO TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI)
XOPHI'HXHX

Reblozyl 25 mg k6vig yio evéoipo
luspatercept
Ymoodopla yprion

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

| 6.  AAAA TTOIXEIA
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Reblozyl 75 mg k6vig yio evéoiuo dtdivua
luspatercept

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ka0e praridio mepiéyet 75 mg luspatercept. Metd v avacvotaon, KOs mL dtoAvdpatog
nepi€yet 50 mg luspatercept.

3. KATAAOI'OX EKAOXQN

"Exdoya: kitptkd o0&y povovdpikd (E330), vatpro kitpucd (E331), moivcopPuco 80 (E433),
oakyopoln, vopoyAwpikd 0&D, vatpiov VOpoLeidlo.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yia evéoipo d1dAvpa

1 proAidlo

‘ S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

AwBdote 10 PUALO 0NV YPAONG TPV OO T YPNOT).
Ymodopia yprion.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO
®APMAKEYTIKO IIPOION MPEIEI NA ®YAAXXETAI *E OEXH THN
OIIOIA AEN BAEIIOYN KAI AEN TPOXEITIZOYN TA ITAIAIA

Na puAdooetol og 06om, TV onoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI
AITAPAITHTH(EY)

8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX OYAAZEHX

DOvAdocete o€ Yyouyeio. Mnv Katayvyete. DVAACGETE GTNV OPYLKN YOPTIVI] CLGKELAGIN Y10l VO,
TPOGTATEVETAL OO TO PG,

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN I10Y ITPOEPXONTAI ATIIO AYTA, EOOXON AITAITEITAI

Kabe aypnoipomointo eopuokevticod Tpoioy 1 VTOAEUO TPETEL VO OTOPPITTETOL COUPDVOL LE
TIG KOTA TOTOVG 15YDOVOEG GYETIKES OLAUTAEELS.

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

IpAavdia

12. APIOMOX(OI) AAETIAY KYKAO®OPIAX

EU/1/20/1452/002

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

REBLOZYL 75 mg

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIXATAXTATOX
I'PAMMOQTOX KQAIKAX (2D)

A160106T0TOC YPUUU®TOS KddKaS (2D) mov gépet Tov TEPIANPOEVTO LOVASTKO CVOyVOPIGTIKO
K@OKO.
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18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA
AITO TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI)
XOPHI'HXHX

Reblozyl 75 mg k6vig yio evéoipo
luspatercept
Ymoodopla yprion

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

| 6.  AAAA TTOIXEIA
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B. P’YAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: Iinpoopics Yo Tov a.60evi)

Reblozyl 25 mg kovig yia evéopo dtdiopo
Reblozyl 75 mg kovig yia evéopo dtdiopo
luspatercept

AP acTe TPOGEKTIKA 0AOKANPO TO GVALO 0ONYIAV YPTONG TPV GaS Y opn YN0l avTéd TO

PaproKo, O16TL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GUG.

- DdordEte avTo To EOALO 0oy ¥prone. Towg ypelactel va to dofdcete Eava.

- Edv éxete mepartépo amopieg, poTNoTE TOV Y10TPO 1] TOV VOGOKOLO GOG.

- Edv mapotnproete kamowo avemBOUNTN EVEPYELD, EVILEPAOOTE TOV Y1OTPO GG AVTO
1oyvEL Kot Yo KGOe mhavi| avemBountn vEPYELN TOL OEV AVAPEPETAL GTO TAPOY GUALO
odnymv ypnons. BAéne mapdypopo 4.

T epLéyeL 1o Tapov GUAA0 00N YLOV:

T1 etvon o Reblozyl kot mowa givan 1 yprion tov

T mpénet va yvopilete mpv oag yopnynOei to Reblozyl
Iag va mapete to Reblozyl

[TBavéc avemBounteg evépyeleg

Ilog va puAdcocete to Reblozyl

[epreydueva g cvokevaciog Kot AOTES TANPOPOpieg

AR

1. T givan To Reblozyl kon wova givar 1 ypion Tov
To Reblozyl nepiéyet T dpaoctikn ovoia luspatercept. Xpnoomoteiton yo:

MvghodvomhaoTIiKG GUVOPONO.

Ta poerodvoriactikd chvopopo (MAY) etvar £va GHVOLO TOALDY SLOPOPETIKMV SLOTOPAYDV

aiplaTog Kol HUEAOD TV 0GTAV.

o Ta epvOpd apoceaipia kabicTovTol LU UGLOAOYIKE Kol dEV AVATTUGGOVIOL COCTA.

o Ot acBeveic pmopovV va EYOVV i GEPA ONUEIDV KOl CUUTTOUATOV,
GUUTEPTAAUPAVOUEVOL TOL YUUNAOD aplOol TV epuOpmV apoceapiov (avoiio) Kot
umopei va ypeloctody petayyicelg pufpmv apoceapioy.

To Reblozyl ypnoionoteital oe eviiikeg pe avaipio mov Tpokoleitol amd MAY, ot omoiot
yperalovtal eETayyioelc puipmv apoc@apimy.

Bijita-0oiacoapio

H B-Boiaccopio givar Eva apatoroyikd TpofAne Tov HeTadideTol LECH YOVISImV.

. Emnpealel mv mapaymyn apoceopivng.

. Ot acBeveic pTOpovV va EXOVV Uid GEPA EVOEIEEDY KOl CUUTTOUAT®V,
SUUTEPTAAUPAVOLEVOL TOV YaUNA0D ap1lBloD TV epuBpdV arposeatpiov (avorio) Kot
umopel va ypelactodv LETOYYIoELS EpLOPHV OLOCPULPiY.

To Reblozyl ypnoiponoteital yio t Bepaneio tg avapiog oe evilikeg pe B-Oolacoaipia, ot
omoiot pumopet vo yperalovtar 1 va un ypetdlovtot TaKTIKEG pLetayyioelg epufpdv aposealpimy.

I ®c dpa To Reblozyl

To Reblozyl Beltidvel TV KOVOTNTA TOL OPYAVIGLOD GOG Va, Tapdyetl puBpd atpoceaipia. Ta
£pLOPA aLUOCEAiPLO TEPLEYOVV ALLOGPLPIVY TTOV Eival o TPOTEIVI OV ueTaPEPEL 0ELYOVO G
oMo 1o ocopa cag. Kabmg o opyaviopog cag mapdyel mepiocdtepa pudpd aipoceaipia,
aLEAVETAL TO EMIMEDO TNE ULUOGPALPIVIG GUGC.
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o aoBeveic ue MAX kou f-Oalacooiuio wov yperalovial TOKTIKES HETAYYIOEIS EpVEP DOV

OLUOTPOLPIV

Me ) Aqym tov Reblozyl prmopel va amopevyBel 1 va peiwbei n avayxn yio petayyiceig

epLBpOV apocearpicv.

o O petayyicelg epuBpdv opocEapioy PIopodV va TPOKAAEGOoVY TadoAoyucd VYNAL
enineda G1OMPOL 01O aipla Kol 6e O18Popo OPYHVe TOL GOUATOG. AvTd pmopel va eivat
emProPéc pe v mapodo Tov YPOVoL.

Lo ao0eveic ue P-Ootacooiuio Tov dev ypeldlovial TAKTIKES UETOYYITELS EpLOPAY aUOTPaIPIwY
Me ) Aqyn tov Reblozyl pmopel va Pedtinbdel n avaipio oag pécm g avéneng tov enédon

NG OLLOCPUIPiviG GOC.

2. T péner va yvopilete apy oag xopnyn0si 1o Reblozyl

Mnyv ypnoiponomjcete 70 Reblozyl

o oe mepimtwon ariepyiog oto luspatercept 1 6€ 000N TOTE GALO OO TOL GCLGTUTIKG
0VTOV TOL PAPLAKOVL (AVAPEPOVTOL TNV TOPAYPOPO 6)

o €av glote €ykvog (PA. Tapdypagpo oyetika pe v Komon)

. gav ypelaleote Oepaneio yio vo, TeBovv VIO Edeyy0 Ta KOTTOPW TOL AIUATOG TTOV
dnpovpyodv péleg é€m and Tov pueAd TV 06TV (LAles EEMUVEAMKNG atpLoToinong,
péleg EA)

Ipocdomomjoeirs ko TpoPLAGEES

AmevBuvBeite oTov Y10Tpd GOg TPV T YOPNYNOT AVTOH TOL PAPLAKOV EAQV:

o glote aoBevig pe B-Oaiaccaio:

o Ko £xete voPAnOei o apaipeon onAnva. Mmopei va dtatpéyxete VYNAOTEPO
kivduvo va gppavicete Opoppo aipatog. O yatTpoc cog Bo Gog LWMANCEL GYETIKA e
dAhovg TBavoOS TaPAYOVTES KIVOLVOL TTOV UTOpEL Vo av&eouy Tov Kivouvo cog —
ovtol tepriapfBdvouv:

. Oepameio OpLOVIKNG VITOKATAGTACNG N
] mpornyovuevo Bpoppo aiparog.

o glote aobevng pe MAXL:

o KOl £YETE TOPOVGLAGEL EYKEPAAIKO EMEICOS10 1 TPOPANUATA LE TNV KApdLd GOC
He v KukAogopia tov aipatog. Mmopet va dtotpéyete vynAdtepo Kivouvo va
eupavicete Opoppo aipartoc.

O y10TpOg 60 UTOPEL VO YPNCUOTOLEL TPOANTTIKG LETPA 1 PAPLLOKOL Y10, VO LELDCEL TIG

mOavOTNTEG ELPAVIONS BpOLPov aipatog.

. €yete €vtovo TOVo 0N PEoT) oL Ogv VTTOYWPEL, LovdlacHa N EacBivion 1 andAelo TG
€K0VO10G KIvNong oTa Tod, To YEPLOL 1 TA UTPATCGO, OTDOAELD TOV EAEYYOV TOV EVIEPOV
KoL TG 0VPodOYoL KVoTNG (aKkpateln). Avtd pumopel va givor copntodpote palov EA kot
GLUTIEGNC TOV VOTIAIOV HVEAOV.

o glyate mOTé VYNAN apTNPlaKy mieon — avtd cvpPaiver yroti To Reblozyl propei va v
avénoet. H apmpilaxn cog wicon Ba ehéyyetar mpv oag yopnyndei to Reblozyl kot kad'
oA ) ddpkela g Bepoameiog. To Reblozyl 6a cag xopnynOel povo ebv n aptnplokn cog
wieon etvan vd Eleyyo.

. €xete o Tabnon wov ennpedlel Ty ovToyN Kot TNV VYN TV 06TOV cag (0oTeOnEViN
Kol 06TE0MOPWAT). MTopeil va Slatpéyete KivOuvo VoL GTTAGETE TA. 0GTO GOG TLO EVKOALL.

E&etaoeig povtivag

Bo kdvete o e&€taom aipotog TPy amd kdbe 00T 0w ToD TOV PUPUAKoL. AVTd 0PEideTal GTO
YEYOVOG OTL 0 Y10TPOG 60 TPEmeL Vo, Pefatmbel 0TL T0 emimedo aospapivng cog givar
KaTAAANAO Yo va cag xopnynOel Oepamneio.

Edv &yete veppikd mpofAnuata, o yiatpog GO UTOPEL VO TPOYLOTOTTOMGEL TPpOGhEeTEG
eketdoelc.
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IMoord ko Epnpor
To @dppoako avtd dev GLVIGTATOL Y10 ¥PNION € TOdLA Kot 1IBovg NAtkiag Katw Tov 18 etdv.

Alro @appoxa ko Reblozyl
Evnuepaote tov y1atpd cog edv maipvete, Exete mpdo@ato TapeL 1 pmopel va mhpete GAALL
QaPLOKOL

Kinon

. Mnv xpNOIUOTOIEITE AVTO TO PAPLOKO KOTA Tr SLAPKELN TG EYKVUOGVVTG KO Y10
TovAdyloTov 3 unveg Tpv peivete éykvog. To Reblozyl umopei va mpokoiécetl PAapn oto
ayévvnto popd Goc.

o O y1atpoc oag Bo, kavovicel €vo Te0T KUNoE®S TPV TNV Evapén g Oepameiag kot Oa cog
dmaoetl i kdpto aohevoug.
o Edv vopilete 60T pmopet va glote ykvog 1 oyediblete va amoktnoete noudi, {ntiote

GUUPBOVAN TOL YITPOL GOG TPV YPNCLUOTOICETE OVTO TO PAPLLOKO.

Onioopdg
o Mnv OnAdlete dtav ypnoLomoleite avTd TO PAPUAKO Kot yiol 3 PAVES LETA TNV TEAELTAIN
oag 60om. Aev glval yvooTd eqv TEPVA 6TO UNTPIKO YAACL.

Avticoiinyn

. ®o TPEMEL VO XPNCLUOTOLEITE pal AmoTELECHOTIKN HEBOSO aVTIGOAANYNG KAt T
duapketa tng Oepameiag pe Reblozyl kat yio tovAdyiotov 3 ufvec LETd TV TEAEVTOIN GOG
doon.

MuinoTe Pe ToV YoTpo GOG GYETIKA Ue TiG LeBddovg avTicOAANYMG Tov pmopet va givol
KATUAANAES Y10 EGGC EVA YPTOLUOTOIEITE AVTO TO PAPLLOKO.

TFovipétnTa

Edv giote yovaiko, avtd To eappoko Utopel va TpoKaiEGEL TPOPAHATE YOVIOTNTOS. AVTO Ol
UTOPOVGE VO EXNPEACEL TNV IKAVOTNTA GOG VO OTOKTNGCETE £va Lopod. ZNTHGTE T1 GUUPOVAT TOV
YTPOV GOG TPLV YPNCUYLOTOGETE AVTO TO PAPLLAKO.

Odnynon ko EPLopog Ny avnpdTev

Mmnopet va aucBdveote kovpaot, {ardoeg 1| Mmobupia, evd ypnoonoteite To Reblozyl. Eav
oupPel avto, PNV odnyeite 00TE va YPTCLLOTOLEITE EPpYOAEl 1] UMYV LOTO, KO ETLKOLVOVIOTE
OUECMG LE TOV Y1 TPO GOG.

To Reblozyl wepiéyel vaTpro kot mroivcoppuké 80

Nazpro: To pdapuaxo avtd nepiéyel Ayotepo omd 1 mmol vatpiov (23 mg) avd do6on, eival avtd
7ov ovoudlovpe «ehevBepo vatpiovy.

[ToAvcopPikd 80: Avtd 10 pappaxo mepiéyel 0,1 mg molvcsopPikov 80 oe kdbe Prorido 25 mg
1 0,3 mg moAvcopPikod 80 ce kabe proridio 75 mg wov wodvvouel pe 0,2 mg/mL. Ta
TOAVGOPPIKA UTopEl va TPOKOAEGOVY OAAEPYIKES OVTIOPACELS.

3. Hog yopnyeitar 10 Reblozyl

[Ipwv cog yopnyndei awtd 10 Pdpuaxo, o yiorpog cag Oa dieldyet eetdoelg aipotog Kot Oa
amopacioet edv yperaleote To Reblozyl.

To Reblozyl Ba yopnynOel pe pia éveon kdtm omd 10 dépua cog (vwodopia).

56



11660 B0 cag yopnynOsi
H 660n Baocileton oto Bdpoc cag — og kihd. Ot evéaelg Ba yivovtal amod yatpd, voonAeuti 1
&Aho emaryyelpotio Tov Topéa vyeiog.

o H ocvvietdpevn doom évapéng eivor 1 mg yio kabe Kihd copoTikov Bapovg.

o H 8601 avth Ba mpénel va yopnyeitan pio opd kébe tpeig efdouddec.

o O y10tpdg oag Ba ehéyEet TV TPO0dO Gag Kot vOE eTaL Vo dALAEEL T dOOT GaG, EAV
YPEWOTEL

O yotpdg oag Ba mapakorovbel TV aptnplokn cog wieon eved ypnoiuonoteite to Reblozyl.

Muvelodvorlaotixa covopouo.
H péyiot povipng d6on eivon 1,75 mg yia ka0e Kihd copotikov Bapovc.

Brita-0aloooauio
H péyiot povipng d6om eivan 1,25 mg yia ka0e Kihd copotikov Bapovg.

Edv ntapaieiyete po 06om

Edv mapodeiyete pio éveon tov Reblozyl, 1 kabBvoteprioet éva paviefov, Oo AdPete pia Eveon
Reblozyl 660 10 dvvatdv cuvtopdtepa. TN cLvEELa, 1) d0om cag Bo cuveyloTel OTmG ExEl
ocvvtayoypaendei — pe TovAdyiotov 3 efdopadeg uetald TV d0GEMV.

Edv &yete meprocdtepeg EpOTNGELS GYETIKA LLE TN XPTOT] AVTOV TOL POPUAKOV, POTNGTE TOV
YTPO 1 TOV VOGOKOUO GOG.

4. MBavég avemBOunTeg evépysereg

Onwg 6ha To eAppaK, ETGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEC
EVEPYELEG, AV Kol OgV TaPOVGLALovTal G€ OAOVG TOVG AvOPMOTOLG.

Yofapég avemOBOUNTES EVEPYELEG

Evnuepacte Tov y10Tp6 605 apéome, e6v TapatnpioeTe To eENG:

o dVoKOAiD GTO TEPTATNLO. 1] TNV OpAia, {AAT, ATMAELD IGOPPOTIOG KO GUVTOVIGHOD,
LOVAGHA ] TOPAAVOT) 6TO TPOG®TO, TOOL | Ppayiova (Guyvd o) pia TAELPE TOV
oONOTOC 00G), Oaunr opacr. Mropel 6ha vo gival GUUTTOUATO Oy YELKOD EYKEPUATKOD

englcodiov.
o ENMOVVO 0idNUa Kot 6pi&io oto oo 1) Tov Ppayiova (Bpoufor aipotog).
o £€vTovog TOVOG 0TN UEGT] TTOL dgV LITOYWPEL, LoVdGHA 1) £acBEvnon 1 aTOAELD TG

€KOVo10G Kivnong ota mddta, T x€PLa 1} To UITPATO, OTOAELN TOV EAEYYOVL TOV EVIEPOL
KoL TG 0VP0dOY0L KOOTNG (aKkpatela). AVTA UTopel va tval CUUTTOUOTO PalmV
eEopvelikng arporoinong (palov EA) kot cupmieong tov votioiov pueiov.

. o1ldM o TNV TEPLOYT YOP® OO TO, LATLO, TO TPOCOTO, TO. XEIAN, TO GTOUA, TN YADCOH N
TOV AQLUO.

. UAAEPYIKEG AVTIOPAGELG.

. eEavOnpuota.

AlLreg avemOOunTES evépyereg meprhapfavovv:

IMoAv ovyvéig avemOOunTES EVEPYELES (eVOE ETAL VO e PpedGOLY Thvm amd 1 ota 10 dropa):
Prxoc.

dvokoria GtV avomvon 1 SVGTVOLA.

oiloN 0 TOV TOSLOY 1 TOV YEPLDYV GOC.

VYNAN 0pTNPLOKN TTEST YOPIC CUUTTOUATA 1] TTOL GYETICETAL UE TOVOKEPOAO.

AOlU®EN TOV AVADTEPOV AVATVEVGTIKOV.

CUUTTOUOTO YPIING N TOPOUOL LLE TNG YPITNC.
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{aAn, Tovoképaroc.

duappota, adiabecio (vavtia).

KOIAL0KOG TTOVOG,

ocuadyia, apBparyio 1| 06TIKOG TOVOC.

aicOnon kénwong 1 advvapiog.

dvokoAio oTOV VTTVO 1 SLOTHPNONG TOL VTVOV.

petaforég oto amoteAécOTA TV eEETdoE®V aipatog (avénon ota nratikd Evoupa,
avénomn otV KpeaTvivn Tov aipatog). Avtd pmopel va sivor evoei&elg mpofAnudtov oto
MmO KoL TOLG VEPPOVC.

kpaumec, (AN, aKovOVIGTOC KapALoKOC TOAUOC, SLavoNTIKY GOYYLoT. AVTA UTopel va
glval cupmTOUATA TOAD LEYAANG 1| AVETOPKOVG TOGOTNTOS OPIGUEVAMV 1YVOCGTOLYEIDV
GTOV 0pYaVIGHO 600G (AVOUOAESG TV NAEKTPOAVTAOV).

Yoyvég avemBouunTeg evépyeres (evogyetol va exnpedoovy £ng 1 ota 10 dtopa):

e & o & o o

Aoiuwén otov mpaxka.

MmoBupia, aicOnuo teptoTpoPng, aicOnuo cdyyvonC.

pelopévn exbopia yio eoynto.

KOWAMOKOG TOVOG,.

OTOGUEVE, 0GTO TPOKAAOVUEVO OTO TPOVUATIGUO.

HoiKoc movog,.

Tovo¢ 6Tov Ddpaxa.

UELOUEVT LVTKT SOVOu.

GTPOYYVAEG KOKKIVEG/ Lo kNAidec cav otiypata.

€0KOAN dNuIovPYio, LOA®TO, OopPOyie 0d TN LOHTN 1 TA OVAC.

€VTOVOC TOVOKEPOAOG OTN i TAELPA TOL KEPAALOD.

TOAD YPNYOPpOg Kopdlakdg TaAuog (Tayvukopdia).

gpLOPOTNTQ, aicHNU KOvGoL Kot TOVOG 6T0 onueio g éveong (avtidpacelg oTo onueio
g €veong) N oidnua, payovpa 61o dépua (epvnua 6to onpeio g £veong).

L1 QLGLOAOYIKT AEITOLPYIO TOV VEPPDV.

pueyaAvtepn e@idpwon omd 6,T1 cuvniBwC.

VYNAO EMimEdO 0VPLKOV 0EE0C 6TO aipa (Tapovctaletal o€ EEETACEL).

OVETAPKELN VYPAOV GTOV 0pYOVIoUO (apuddtmon).

0VPOAOTU®ED.

o0Opa mov aepilovv. Avtd umopei va givar £voeiEn vepPoAIKNC TOGOHTNTOG TPOTEIVIC GTA
ovpa oag (TpOTEIVOLPIN Kol ASVKOUOTIVOUPIQ).

dvoKkoAla otV avamvon eved ackeiote N elote Eamhopévol. Avtd umopet va givar €voeién
KOPOLOKNG OVETAPKELNS.

Ava@opd avemOOunTmV evepyetdv

Edv mapotnpfoete kamoto avemBOunT evépyela, EVIUEPOGTE TOV YIOTPO | TOV/TIV VOGOKOO
cag. Avtd 1oydel kat yio Kabe mhoavn avemBOUNTN eVEPYELD TTOV JEV OVAPEPETAL OTO TAPOV
@OAAO 00MY1IDV ¥prionc. Mmopeite emiong va avapépete avemBounteg evépyeleg omevdeiag,
UEG® TOV €0VIKOD GLOTHUATOS AVUPOPAS:

EArada

EBvikdc Opyaviopog @apudrmv
Meocoyeimv 284

GR-15562 Xohapyodc, Adfva
TnA: +30 21 32040337
Iototomog: http://www.eof.gr

http://www kitrinikarta.gr

Kvmpog
DQappoxevtikég Yanpeoieg
Ymovpyeio Yyelog
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CY-1475 Agvkoocia

TnA: +357 22608607

Da&: + 357 22608669

Iototomog: www.moh.gov.cy/phs

Méow® G avapopds avemBounTmy evepyeldv uropeite va fondnocete ot cLALOYY
TEPIOCOTEPOV TATPOPOPLAV GYETIK LLE TNV AGPAAELD TOL TAPOVTOG PAPUAKOV.

5. og va pvracoete 10 Reblozyl

To @appako ovtd TPETEL VO UAACOETAL GE PEPT] TOV gV TO PAETOVV Kal dgv T0 POGvoLY Tal
TodLd.

Na un ypnoiponoteite ovtd 10 Qappoko petd tnv nuepounvio AnéEng (EXP) mwov avaeépetatl 6To
KkovTi ko 670 PraAidto petd ™ AHEH (EXP). H nuepounvia Aéng etvou n tedevtoio nuépo Tov
HU1VO. TTOL OVOQEPETOL EKEL.

Mn avoryuévo eroridio: dvAidoecete og yoyeio (2°C — 8°C). Mnyv kotoyvyete. Pvrdcoete oty
OPYIKN XGAPTIV] CLOKELAGIN Y10, VO TPOGTATEVETAL ATTO TO PG,

Metd 10 TPMOTO AVOLYLLOL KOl TV avacvotacTt, To Reblozyl 0o mpémet va ypnoiponoteiton
apéoms. Edv dev ypnoyomoindel apécms, 0Tav GUAGGGETOL GTNV APYIKT YAPTIVI] CLCKEVAGIOL,
TO AVAGVOTOOEY POPLOKEVTIKO TPOIOV UTOPEL VO PLAAGCETAL Yo £0G Kot 8 MPEG O
Oepuokpaocia dmopatiov (< 25°C) 1 yuo émg kot 24 mpeg otovg 2°C — 8°C.

Mnv KoToOWOYETE TO AVOCLOTAOEY SLIAV L.

Mnv metdite @APUAKO GTO VEPD TNG AMOYETELONG 1| GTA OIKLOK(A amoppitpata. Potiote tov
(OPLOKOTOLd GOG YOl TO MG VO TETAEETE TOL PAPLLOKO TTOV OEV YPNOIUOTOIEITE Tl AVTd TOL
pétpa o fondncovv oty Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreydpeva TG GVOKEVAGINS KOl AOWTES TANPOPOPIEg

T egpréyerl To Reblozyl

- H dpaoctikn ovoia givar to luspatercept. Kabe proridio mepiéyet 25 mg 1 75 mg
luspatercept. Metd v avacvotoon, kéOe ml dtoddpotog mepiéyel S0 mg luspatercept.

- Ta dAAa cuotatikd ivar Kitpikd 0&H povoddpikd (E330), varpio kitpwd (E331),
moAvcopPiko 80 (E433), cakyapdln, vopoyrwpikcd oD (yia pvBuion tov pH) kot varpiov
vdpo&eidio (yia pOhOuon tov pH). BAéne mapdypago 2 - To Reblozyl nepiéyetl vatpro xon
moAvcopPuko 80.

Epg@évion tov Reblozyl kon mepieydpeva g cvokevaciog
To Reblozyl gival Aevkn| £0g vwOAELKN KOVIC Y10, EVESIHO S1dAvp (KOVIG Yo evEaiuo). To
Reblozyl dratibeton og yodhva erodidia mov wepiEyovv 25 mg 1 75 mg luspatercept.

Kda0e svokevaoia mepiéyet 1 elaridro.

Karoyog Adsrog Kvkhogopiog
Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Iphavdia
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IMopaockevaotic
Celgene Distribution B.V.
Orteliuslaan 1000

3528 BD Utrecht
OAavoio

IMo omoladnmote TANPOPOPio. GYETIKA LE TO TOPOV POUPUOKEVTIKO TPOIOV, TAPUKOAEISTE VO
amgvbuvbeite otov Tomikd avtimpdsmmo tov Katdyov g Adelag Kvkhogpopiag:

Belgique/Belgié/Belgien Lietuva

N.V. Bristol-Myers Squibb Belgium S.A. Swixx Biopharma UAB

Tél/Tel: +322 35276 11 Tel: + 370 52 369140
medicalinfo.belgium@bms.com medinfo.lithuania@swixxbiopharma.com
bbarapus Luxembourg/Luxemburg

Swixx Biopharma EOOD N.V. Bristol-Myers Squibb Belgium S.A.
Ten.: +359 24942 480 Tél/Tel: +322 35276 11
medinfo.bulgaria@swixxbiopharma.com medicalinfo.belgium@bms.com
Ceska republika Magyarorszag

Bristol-Myers Squibb spol. s r.0. Bristol-Myers Squibb Kft.

Tel: +420221 016 111 Tel.: +36 1301 9797
medinfo.czech(@bms.com Medinfo.hungary@bms.com
Danmark Malta

Bristol-Myers Squibb Denmark A.M. Mangion Ltd

TIf: + 45 4593 05 06 Tel: + 356 23976333
medinfo.denmark(@bms.com pv(@ammangion.com

Deutschland Nederland

Bristol-Myers Squibb GmbH & Co. KGaA Bristol-Myers Squibb B.V.

Tel: 0800 0752002 (+ 49 89 121 42 350) Tel: + 31 (0)30 300 2222
medwiss.info@bms.com medischeafdeling@bms.com

Eesti Norge

Swixx Biopharma OU Bristol-Myers Squibb Norway AS

Tel: + 372 640 1030 TIf: +47 67 55 53 50
medinfo.estonia@swixxbiopharma.com medinfo.norway@bms.com

EALGSa Osterreich

Bristol-Myers Squibb A.E. Bristol-Myers Squibb GesmbH

TnA: + 30210 6074300 Tel: +43 160 14 30
medinfo.greece(@bms.com medinfo.austria@bms.com

Espaiia Polska

Bristol-Myers Squibb, S.A. Bristol-Myers Squibb Polska Sp. z o.0.
Tel: + 34 91 456 53 00 Tel.: + 48 22 2606400
informacion.medica@bms.com informacja.medyczna@bms.com
France Portugal

Bristol-Myers Squibb SAS Bristol-Myers Squibb Farmacéutica Portuguesa, S.A.
Tél: + 33 (0)1 58 83 84 96 Tel: + 351 21 440 70 00
infomed@bms.com portugal.medinfo@bms.com
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Hrvatska

Swixx Biopharma d.o.o0.

Tel: + 38512078 500
medinfo.croatia@swixxbiopharma.com

Ireland

Bristol-Myers Squibb Pharmaceuticals uc
Tel: 1 800 749 749 (+ 353 (0)1 483 3625)
medical.information@bms.com

Island

Vistor hf.

Simi: + 354 535 7000
vistor(@vistor.is

medical.information@bms.com

Italia

Bristol-Myers Squibb S.r.1.

Tel: +39 06 50 39 61
medicalinformation.italia@bms.com

Kvbmpog

Bristol-Myers Squibb A.E.

TnA: 800 92666 (+ 30 210 6074300)
medinfo.greece(@bms.com

Latvija

Swixx Biopharma SIA

Tel: + 371 66164750
medinfo.latvia@swixxbiopharma.com

Romania

Bristol-Myers Squibb Marketing Services S.R.L.
Tel: +40 (0)21 272 16 19
medinfo.romania@bms.com

Slovenija
Swixx Biopharma d.o.o.
Tel: + 386 1 2355 100

medinfo.slovenia@swixxbiopharma.com

Slovenska republika

Swixx Biopharma s.r.o.

Tel: +421 2 20833 600
medinfo.slovakia@swixxbiopharma.com

Suomi/Finland

Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9 251 21 230
medinfo.finland@bms.com

Sverige

Bristol-Myers Squibb Aktiebolag
Tel: +46 8 704 71 00
medinfo.sweden@bms.com

To wapdv UAA0 00N YLOV Yp1ioNS avaOepOnke Yo TELEVTAOIO POpd oTig 02/2025.

Addeg TNYEG TANPOPOPLOV

Aentopepeic TANpoeopieg Yio T0 pAPHOKO avTd eivarl S1aBéciies 6To SIKTLOKO TOTO TOV
Evponaikod Opyavicpod @oppdkov: http://www.ema.europa.eu. Yrdpyovv eniong cuvoesuol

UE AALEC 10TOGEMDEG TTOV apOopoVV OTAVIEG oBEVELES Ko Bepameiec.

O Tinpo@opicc Tov akoAovOovV amevOOvovTaL pévo o€ erayyslpaties vysiog:

Iyvnioowdtro

IIpokeévou va Bertiwbel n yvnAacuodTTe TV PLOAOYIK®V POPUOKEVTIKMY TPOIOVI®V, 1
ovopooio Kot 0 aplfpog mapTidong TOL XOPTYOULEVOD PUPUAKEVTIKOD TPOTOVTOG TPETEL VA

KOTOYPAPETOL LE GOLPTVELQL.

Acvufototnteg

AvT6 T0 POPUAKEVTIKO TPOTOV OEV TPEMEL VO, AVOLELYVOETOL LE GAAN QOPLLOKEVTIKA TPOTOVTQ
€KTOG QLTAV TTOV AVAPEPOVTOL TNV TOPAypapo 6.
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DOLoEN Tov TPOoidvToC

Mpn ovoryuévo pradioro
dvidcoete og yoyeio (2°C — 8°C). Mnv katayvyete. DuAGGGETE GTNV aPYLIKT XAPTIVY
GLOKEVAGIN Y10 VO TPOCTATEVETOL OO TO PG,

Avaovarabév dialoua

Ortov puAdocetot oTnV apytkn ¥4pTivn cvuokevacia, &yl emderydel ynuKy Kot QLGIKY
otabepdtTnTa KATO TN YPNOT TOL AVAGVOTOOEVTOC POPLOKEVTIKOD TPOTOVTOG Y10 MG Kol 8 dpeg
o€ Begpuokpacio dopatiov (< 25°C) i €ng kot 24 mpeg otovg 2°C — 8°C.

Ao LiKpoloAoyIKng Goync, T0 QUPUUKEVTIKO TPOIOV TPETEL VO, YPTCILOTOLEITAL OUECMG. AV
dev ypnotponombel apécme, o ypNotng ivarl vrevHLVOG Yo TO YPOVO SLOTNPNONG KATA TN
YPNON KOt TIG SVVONKES TPV Amtd T YPToMN Kot deV TPEMEL va vtepPaivouy Tig 24 dPES GTOVG
2°C - 8°C.

Mnyv katoyvyete T0 avacLoTadév Stadvpa.

Ymohloyiopdc dd6ong

H ocvvolikn 6601, avdroya pe 1o Bapog tov acbevoig (kg), umopel va vmoroyiotel wg €ENG:
Yvvolikn oo (mg) = Exninedo doomg (mg/kg) x Bapog acbevoic (kg) kdbe tpeig efdouddec.

Odnyiec ovaocHoTAUONS

To Reblozyl mopéyetal g Avo@AOTOMUEVT CKOVT Y10, OVOGDGTACT] UE DOMP Y10 EVECTUAL
(WFI). I'a v avacvotaot, TpETEL va YpNOHOTOLEITaL cOPLYYa pe KaTdAAnies dwoPabuicelg
yia v e€acediion axpipovc docoroyiag. BA. ITivaxa 1.

Mivakag 1: Mivakog avacvetacns Tov Reblozyl

ITepextikd | Iloosdtnra WFI mov amotteitan yio ZUYKEVIPOOT| LETA TNV OVOGVOTUGT
mTa TNV avacOGTAoT (ovopaoTtikny Tyn)
OroAido 0,68 ml 50 mg/ml (0,5 ml)
25 mg
Ddrokido 1,6 ml 50 mg/ml (1,5 ml)
75 mg
1. AQa1péoTE TO YPOUATIOTO KATAKL OO TO PLOAISIO KOl GKOVTIGTE TO EXAVM HEPOC UE EVal

OAKOOAOVYO LoVTNAGKL.
2. [Ipocbéote WFI 010 @loAidio pe pio cOpryya pe katdAinieg dwofabuioeic, e pio feAdva
Vo KOTELOVVEL TN POT| GTI AVOPILOTOINUEVT] OKOVN. APNOTE VO Topapeivel akivnTo yio

éva Aemt0.

3. Amoppiyte TN feAoOva Kot T GUPLYYQ TOV XPNCIHLOTOONKaAY Yia TV avacdoTacT). Mnv
TIG (PN OLUOTOLEITE Y10 LTOSOPLAL EVEDT).

4. Avadevote amodd To PraAidlo o€ Kok kivion yia 30 dgvutepOAienta. ZTAUOTNOTE TV
avaoevon kal apnoTe To PraAidlo vo otabdel og Katakdpvern 0¢on yio 30 devtepdrenta.

5. EAéyEte To @loAidI0 Y100 ad1dAvTn oKOVT 6T0 dtdlvpa. Edv mapatnpnbel adidhvt okodvn,
enovolafete 1o Pripa 4 péypt va dtolvbel TANp®G 1 oKOVI).

6. AvVTIoTpEYTE TO PLOAISI0 Kot 6TpoPihioTte omald 6€ aveoTpappévn Béon Y

30 devtepdrenta. Enavapépete 10 groridio oty 0pbio B€om kat apnote 10 va otabdel yia
30 devtepdirenta.

7. EravolaPete 1o Pripoe 6 entd emmAéov opEG Yia Vo, S10GQAAIGTEL TANPNG avacOGTICT
TOV DAIKOD GTIC TAEVPEC TOL PLOALGIOV.
8. E\éy&re ontikd to avacvotabév Stdhlvpa mpv amd ) xopnynon. Otav avaperydel cword,

70 avaovotabév didAvpa Reblozyl eivar éva dypopo Eog eAappdg Kitpvo, d1awyEg mg
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elappmg 1p1dilov dtdivpa o omoio givor amaiioyuévo amd opatd Eéva copatiotn. Mnv
YPNOLOTOLEITE €AV TapaTPEITOL 0OLAAVTO TTPOTOV 1 EEVOL COUOTIO.

9. Edv to avacvotabév didlopa dev ypnoiporombel apécms, PA mapdypapo Doialn tov
TPOIOVTOS TOPOUTAV®.

Tpémog yoprynong

Edv to avacvotabév didlopa Reblozyl £yl woybetl, apaipéote amd to youyeio 15-30 Aemtd mpv
omd TV €veon), ®ote va pTdost o€ Beppokpacio dmuatiov. Avto Ba emTpéyel pia o AveTN
éveon.

O CVVIGTOUEVOG LEYIGTOG OYKOG PAPHOKEVTIKOD TPOidvTog avd BEom éveong ivan 1,2 ml. Edv
amortovvtal teptocdtepo. and 1,2 ml, 0 cuvolikdc 6ykog Tov Reblozyl Oa mpémnet va yopileton
o€ EexploTég EVECELG TOPOLOIOL OYKOV Kol va yopryeitat oe Egywplotég OEaELS e yp1on TG
1010 OVOTOUIKNG TTEPLOYNG AAAG o€ avTifeTeEC TAELPEG TOV COUATOG. AVOGLGTIOTE TOV
KaTdAANA0 apBuod eaAdiov tov Reblozyl yia va emitdyete v emiBount doon.

Evéote to Reblozyl vodopia otov dve Bpoyiova, Tov punpod 1 v KOIAOKN Ydpa.

Edv amattovvror moAlomAég evEceLs, ypMolLomToleiote vEa cuptyya kot ferdvo yio Kabe
VI0d0pLa EVEST). ATTopPiyTe OTOLOONTOTE aYPNGILOTOinTn TocdTNTe. My yopnyeite
TEPLocOTEPEG OO o 0OGELG amd £val PLaAidLo.

Andppuym

Amoppintete KGO aYPTGULOTOINTO PAPUAKEVTIKO TPOTOV 1] VITOAEIUUN COUPOVO, LLE TIG KATH
TOTOVG 10YVOVGES GYETIKES O1ATAEELS.
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