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B LH Reblozyl powder for = A Luspatercept
solution for injection
éﬁﬁ DAL R FRRG LT
FEFVEFIR | 0B LFRFRIG AT
7 B AR A A i fe L EEA B I3 Y 25mg 2 75mg - &+ £ 2 50mg -
IEWMFTE (L FSREIPSSR A2V MAET Y R R %G (verylowto
JE intermediate risk ) 2 ¥ %3 4 7 g i ¥ (myelodysplastic
syndrome ) #13 3% mﬁ%]& RAR A A A
2.
R EEL T 2 | * 5% IPSS-R A\‘&»w,/ﬁf “EI® RL'% (very low to
BmEMFE intermediate risk ) 2 ¥ &3 2 7 g i ¥ (myelodysplastic
syndrome ) #7335 iy iR 4F A P F A 4o
ERERG TR _E
(I3 -
O B o A Reblozyl it kAc4a® £ 5 1.0 mgkg > & 3 k- = ; & & 4p
T A F BRI AR c ZREESH Hb kAR FR S 10
g/dL 2 12 g/dL -
ERE LR RBBIFTATE
RALBIRTATE W kAL RTRTE
EERLEEF 8 BMER2A (3 ) EREGES
His oo &L y #5865 _ -

F 2w

SRR ARERFURAMIAERN Y G 3R RS EFRRRL
FERABIRTATE > Pl AEL L5 E Y E WHO ATC A 4 C Rk e dp il
O AR R R E R R BT R ’;&p AEELE L
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S ARFRPHITREHLGHER (AR D)

AITAFRI1I4E972 9p > 2HE S £ 5 CDA-AMC ~ 24 PBAC > &£ £ 2
NICE: ¢ A28 A% M2 7L ¥ &4 -

R 2 (AR ):

Mt h R PR EEZ PRI X2 AFLARI ST -H IR o
B ey I 8 S8 ¥ R i#% COMMANDS - %35 o 4% 21 luspatercept £2
epoetmalfa 3t A e ESA (ESA-naive) 7o 2o 254 14~ M P R B e 2 F B

2 e iz # (myelodysplastic syndrome, MDS ) #7 3 5k m%]m AE A B A A

~wﬁ%z** e iZpocdpths T% 122433 2 #FF 1280237 &
fFl o ﬁ:%] doo o ‘._',% ER I L ig4t215g/dLJ °
AU RA (i |2 B RH S RAp 0L BT HH T4 R T e A 6l
Eape i) | F12%
18 ¥ 7% (4= | Luspatercept 4p #>¢ epoetin alfa > e3™ b 5 BF % hyp 4 7 L 7
AP A ) 1Qg%ﬁﬁ%rilﬁzmﬁ_*%§ﬂ2iu HF|F R o T
iia?]'}i ¥k R R R T IHI N H 421 5g/dL ) & M AER & R oondp ik
shep % B4 4 o

Luspatercept | Epoetin alfa
(n=182) (n=181)

i & fock

$ 12243 454 1237 Rif g 3f 110 4 63
Biid o 2 T35 Hb K 4> 1S g/dL o

AJ s (60% ) (35%)
N o 25.4%

Kb s LB (95%CD) (15.8 % 350 ; ;<o.0001)
OR (95%CI) 3.1 (2.0 % 48)

¥ 1 MR Rk
F1124% 02 icdF BEFF8
i e 40 b

135 (74%) 96 (53%)

21.5%
& %y 0
FAREF LR (95%CD) (12.2 2 30.7 ; p<0.0001)
OR (95%CI) 28 (1.8 % 4.5)
EAPCR £ ;i;—‘F*f HETFGE RS S 4p 41 » luspatercept 1P #>% epoetin
alfa» ¥ g A 02 FEF o
1p4t% 21+ | Luspatercept 4p #3% epoetin alfa » § §a% 3 L F 24 4 F 5 & §

L2 AF R SR%E R gL BE -

m\§ﬁ%ﬁ
AFL B EARM G AR TAT 2 4Y 0 5% CDA-AMC 2 3= 47 2
$or MDS &2 L Rdpd 1 (- ) MDS #f i eh ot ik o o] SR g > 12 3
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#5}3-;»%]3— /r')%‘ i/r'r'r'rﬁ’rlz g*;; %K ’ (—: ) IE—»F'/‘\;’)%‘% A ‘?#L%T\]D'L >
B LK e it TS LA LTS R E ) AL T @

@<&£§a@£o
T~ ARF -
C)RpPEFEREFY

L 2R FA- PRANFHEREE] > SHEY KA Y BR %2 MDS “r R
é’h@lg, IR A B A I Vg *F A B4R 03T epoetinalfa 20 2 AT E o B Y
BT ARA EEREE § iR F R/ B SRR R /R
oA E L S F o e sdcd & ki COMMANDS 3% T2 fhi i &
F R 2ot B 54 COMMANDS s frfl i@ BIp b v pr o AL 475 %
om0 A &4 #R3T epoetin alfa 7 ICER 5 % 336 § ~/QALY galned ¥ 73 ag
AR IR RS IR O AR R Sl = /*ﬁ*]l AR AR T T A R
B F BT ~epoetinalfa /o F B c S MR REAITESET s RARES
32 4¥5GDP (X303F ~) FFr AR AN Rpz a5 23% -

2. AFLEW AT AL RITHACE L

(1) AFLRAAFATRFZHAREZEF > 2 et R nE L 0 ERY
_é ;}’q—ll T&'}% Eé‘%} %F‘@ epoetln alfa i l\:»L,;x L ﬁ'&;ﬂ‘ ?\ ’ 7’J§ m epoetln alfa 3+ 2\ &)
l‘f"‘MDS})%& R A LRIV RER AN P LERERFLSAFR

(2) Sfcic iy FIA & KA TRA A SR TS 5 Ak RERY Al
fe B R R R M AP o AR SRS 305 COMMANDS ;i‘%%%;éiﬂz
FRTERE D HRoRR R v SRR B Ko &R MBS
TS E A BB

(&M@&%@ﬁﬁ%:éw?ammmmmﬁﬁ’Wéﬁﬁiﬁw?%%%’

FPEAFLVVH RE NP EpYE \W'Fé%**%wlpu-ﬁf'%ﬂa;F@f
ﬂ%\ﬁl;—\: P T2 AN E0INHRE o il Y 2 SRR pm
FEFICRE
‘St-ﬂ‘g\:r_]p ig ﬂ\iﬁ r'p\.x:’v" fﬁ"ﬁgﬁﬂf‘?%?% ré? ’ ?ﬁf’,ﬁi ?;‘%ﬁ’&é—ﬁ L
S)AEFRPRTELFHL CAREARAML S AREFTAT RET o
2~ AR
(=) ZHRETFY A 536 MDS “FE Rl B3 kg % T E\._T__“_j:ﬁ;i

xR #L@;};,}m,g * o HAPER T E AR R R ijl?c;}ztap MDS % # A #ic> & 24 R

PERRSGER TR R AT AR B 03 MDS e it R i

E6l 2T 2 TRAERLLERE (F 32316 5) 20K F G5

M 2";‘%%%? o ¥ Pﬁfﬁz'ﬁ? BRK i * KT RS 89% iz o Iﬂiﬁ;f]‘}iﬂ 4B A
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v
ol

T3 AETNREFREDATFRFLAGAME T -

() AHLREERFLAGHPF ARG T > BT IR Y RADFFEFRENF
MDS R ff A #icfe 2 AR 0 AL AT REFTAHEY MDS R B2 U4 i
E?@ﬂﬁi%ﬁiﬁwm,%uﬂﬁﬁﬁﬁﬁ&&ﬁ%o$§§§%§%9,
AR S GHERY o s 3 - FEE > 4 MDS g 4 0
B FOR R A AT R R SRR BRI o Fvh s d SR T
RHEFP TR M PIR TR PR m AL B AL RS YT

(Z)EHE e AFEL 2% (1USEI 1198) f it -

TR ERERE | AHY RE
AAL {7 SO R A 1
(B 9 310 )

* g A i 370 A 1 665 * | 306 ~ 1 463 * 629 4 1 952 4
A gE R 590 g~ 2 522 g~ 2 1073 B~ %

10.59 ia =~ 7.90 g~ 16.24 @~
AR Iﬂi@?]‘}i 052 @m~2 054 m—~2 1l1a~3
2 pERz2 3 1093 0.81 iz~ 1.67 &~
BRI R 538 m—~ 2 468 im~ 1 963 m—~ 2

9.66 B~ 7.09 im~ 14,57 i~

AREE 5 & 1
B & Reblozyl LR Et s
ERENVAY S Luspatercept / # £ = 50 mg -
A e K S STRER IV €S R L -
WHO/ATC 75 B03XA06 -

IEWMIFY L %o IPSS-R & s 2by g -
P B LI ¢ B R ' (very low to
intermediate risk)z ¥ 23 4 3 2
JE & #¥  (myelodysplastic
syndrome) #7 ¥ % SRR
? oo A ;?5 A o
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LB A (A e
P¥ i ik DB R <10 g/dL)ena A g
A o
WE R H R B _
iR B )
HiEk A Reblozyl &4z 4ed 2 5 1.0 -
o RRE mgkg > F 3% - % o EFISKF M
AEH R
R A2 X it ]
= i A2 Bie -
=¥

53 FERIED (i)

£E RV GRS

( head-to-head comparison )

R

(indirect comparison )

ﬁﬁi’&gfﬁgkfé%éfgwi&gm%& -

B TRk i dp 518 R TR & _

CEFEFRVECAE BV RAAIFAIE S R AL S R ERO R A 2 RGP kR E
R

FRRLAEY A BN RBLIATATE » PIL T2 50 B F RS Jon A P2 kR e

S AZBEERGHIP I F % * Reblozyl 2 7 >
w3 Pl ARG A D Hb ER ki F Y
A E 3 1 mg/kg HER
&0l L0mgkg M E DKo 3 o 2B 0 B o
n’*ﬁ%?ﬁisﬁ;‘i.ffigi# v & Hb LR 7 A>10g/dL * Hiigg4c<1g/dL MERAS I 1.33merke
"ﬂl% % 1.33 mg/kg HMEHH

s 133 me/kg SHF B R F AR D0 2H 0 Fop A
nmﬁg‘,,l,.uﬁ: £ Hb R A>10g/dL ® Hb 3 4e< 1 g/dL

BeiFRop A m R kR ook AN F T I
®

HERBA S 2 1.75mgkg
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RoOARFRAHGER B2 B HER

* R B AT iz R
CDA-AMC AIARI4EO0? 09p ik » BB ARpM2ZITRIFL
(4e &%) poande £ 5 CDA-AMC *t 110 # 12 * 22 an®ip 352 > 23R %

sideroblast )2_ 5% ™1 3 ® B b *& MDS #7135 7 £

1 luspatercept * 5y BAETRK FABRER 2 F Pl 3 (ring

PORAR Y w3k 4 & F]F (erythropoietin EPO) 5 A # 5% 4
Pret A i £ 4% EPO G A#Up R = &z 4 > B h kPR

%ﬁiﬁﬁi’

P RDAPR o
PBAC (G2#) |#£22F1147209% 09p ) » BEEAXIpH I TERE o
NICE (#®) BEITAFI4E0? 09p 1k » HEREAZTIPMZITEHRL -
: CDA-AMC 3 Canada’s Drug Agency 4t £ + & 5.2 ?5 B #3= B HE%E R 0 CADTH (Canadian

Agency for Drugs and Technologies in Health)/pCODR (pan-Canadian Oncology Drug Review) p %

B 113 # 57 1 pd4={ &5 CDA-AMC;
PBAC & Pharmaceutical Benefits Advisory Committee % 5% i 3538 4 | € <35 %
NICE 3 National Institute for Health and Care Excellence B 7t & T PR § 4557 7

Pmm‘ﬂﬁ
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[R9 e ok Soia sl ¥ ot 42
HLEBA CHREAFESERY S FEHAETR R
WL r=p . AWI4E9 7 16 P

=
LIS

TEAE R L R s FR PR HA S MG ATECATEREF AR S
¥ o MR G “i’m%ﬁ}% FoRae A & oo f 2 A R B ARAL © Tﬁ@‘?}ia‘iﬁt
fo 2 38 % v A E R EESR S 2 BT F R PR R BT
REZ-BECBP I P PFEOFRPLTERIMBEAFELLR
e (T AL AR v ) R FELARTIIA R HNE R v FA AT & it
B iR & (11"3 Fg?%a_iz\ %) STk A2 ??%%fiii‘/‘ HiEZREE plnEEE
Kants o 42 BPIFEP 2R JrB GAGTRIRE (UTHEAEL ) Wi 2R

EEFGFRESLAFL Y N RF e o R cRFLBHTF N AL
?#Wﬁﬂ\%%wd@dﬁﬁ Ak o

AL RER LR TR LR H AR ERT LR L
S AR LB RS TSR FRR Y B2 H S AN
By BV i H AR o ¥ AFL L TRR RS I ESAH A RS H
EE7p EslY SHFRARL R A RS TR FE & @ s
%

o

- B RISRRR

83 2 7 2 13# (Myelodysplastic syndrome, MDS ) & - & % Rt 5

Rfde e Eibaopm o MDS 29 Y ¥ L BfpkfmE ¥ 5 - At 43k
R (41“”?‘1"J Md o FE S 0 R /R PR ) A R R e 7))
BEBY > 2DV A% s &8s & s (acute myeloid leukemia, AML ) -
n AL IRFECEET LR Faw g3 ORY ~ msE ﬁ?%mﬁ\@f;’;%#&nu
AR R A AR R L Guc s o MDS S E 8 Y il 5 70
o PrRgEEE P A E A Far 1] He o g Tl e fpEde (8 )T
PR niof et kg (R 7+ EF T - EE - LAABRES)
[1,2]-

MDS %% R 5FERAFTR - FREIRAT-TRASS: - gt ap
R Flenimie gt 0 RERER L SRR N SR F ERARMK 0 U E RS R
VEFEF A H AT P RFOT AR D Y & L MDS - MDS 5% #7k ¢
7 5 5k b e (persistent cytopenia )» ¥ F #2 # B w2 ¢ 1T w2 (blasts)
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o T 20% 0 R G B SRS R B R & we
- S B

B o MDS ehpop 2 8 R 3* 2 4% [1] : B'E &34 4 (International
Consensus Classification, ICC) o B fir2 o %—‘« % 5 %4 # (WHO 5th edition,
WHO5) - 2 f& » 5 = ’“‘%’KPF'B:’?%I@ 7 MDS i i B E fos F FH P TS E

TR wmre s ARENARR O NZ e REfosFRY o

MDS ik “é%/&é;*%%-“:)l% A ?E%é‘frié%"‘g?l‘l’i MEE[2]- P ik 24k
IR kA D B A 3 R {834 Lk % (International Prognostic Scoring System —
Molecular, IPSS-M ) {2 375 B % 3f {4 =4 % %o (International Prognostic Scorlng
System - Revised, IPSS-R) o 48 k3L » MDS <« &R ¥ 4 5 Mk '%&fc® b ' >
%%im%ﬁﬁg‘%ﬁ?m@?&‘i5%%&\i%%?&’Aﬁﬁﬁﬂﬁ
v o BR3P EE o W IPSS-R 5 6] M % MDS: A #<15/EEMHE %G ~> 152
30 M % A 83032 45 R Bh'e MDS: 2~ %>4532 6 BB b
%o A6 BB R R e

mﬂ%%ﬁﬂg%%f%&%“W%iWW%&%%*ﬁ%ﬂ‘ﬁiMo
e PR & F AR RS Y ﬁﬁl FoR R FERERE L A
I Rk &R E=xl A I ﬁh 4 *iJr MR & F s REMR K
(asymptomatic patients ) > i ¥ € FKP~ELELE m2EE oK L F e F R
ﬁ(symptomatlc patients )> i f € R Ipa IRE SR mﬁ%g“ A2 R Aodp B gk k-0
o RN A RF A L M5 R s (lower-intensity treatments ) % % 5 R oKy 0
&P 4o o

=
ST‘J

B /P%K—Qb‘iﬁ’T'Kﬁarﬁ-‘fi%ﬁ‘*h'%r}%/f ° "{«53511‘?1%1’53]%"5’(?
£ F1F (4rif %z & Ik 4 = & [erythropoiesis-stimulating agents, ESA] ~ =
aE i}: i = % X 8 3% 5 # [thrombopoietin receptor agonist] ) ~ 3 ¥ A it & i»
(hypomethylating agents, HMAs ; 4r azacitidine ~ decitabine ) ~ luspatercept

>

B
g

lenalidomide ~ imetelstat ~ # % #r#4]# ;# (immunosuppressive therapy, IST ) > %
e inf ¥ o

2. BBl B O EE T B A2 M MDS(?‘-.}J% e
AEG R ABIEEA) FRRAFERIRT S FARMLCFREE/SR

933 v 57 w92 2 (allogeneic hematopoietic cell transplantation ) e

R AW SRR REY F L R K & LIREY 3 A P

2 4oSF3BI A F12 % & 5q# 2 (del(5q))2 6 1B H s chiwrz:d 35 R ¥ > 72 8 & _7/del(7q)°
byed ¢~ fEid e (doiod BT SR HERIR S B Primie ) 3 >10%imie IAEE R A A
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B R R AR AR AR MR g o O R AR 0 F R ¥ R T R
TREBT AN FRIF R -

3 R W 757 & ®ox & % (National Comprehensive Cancer Network, NCCN ) »*
2025 & 24 2 % 2 % MDS ia 47 51[3] 0 4~ % i vk [TPSS-R A sk 2
“EIY RL'%S MDS b'“r'%:-iiﬁﬂﬁ%]j; BRI B A }]% » NCCN #ﬁ 3l 44t
A F 5 (symptomatic anemia ) 75 F 3k M 2 BT (3 "*"55"" M- )0 g ik
BAETFEF del (5q) ¢ MBEF A G 72k LEEP &m :

1. 27 del (5q) %¢ #BE ¥ (5w ;lowblasts) 2 /& H s 4 d HB ¥
(F 7505 WA )
(1) =¥ =wztd %3 (erythropoietin, EPO) <500 mU/mL
L 2 ';T %oz 3k (Preferred ) : Lenalidomide
€ i 5k P ESA (epoetin alfa & darbepoetin alfa)
(2) = ¢ EPO>500 mU/mL
€® 7 iE 5%k ¢ Lenalidomide (category 1)
2. B4 SPF3Bl 2% (¥ imee) w3 2 del (5q) ¢ MBF¥ »2/08u G
§ AR EERk IR 2 F Pz s 3 (ring sideroblast, RS) >15% (&
RS >5%2 % SF3B1 % % ) :
(1) 7 EisfkEik - » % % % luspatercept-aamt (category 1)
(2) H # 5K Ek  Imetelstat (4% = # EPO>500 mU/mL[ 7% if & # % ESAs
D)
3. 22 del (5q) % %P F > 2/HsLdHEF RS<15% (& RS<5%
L% SF3B1 2 %) :
(1) & ¢ EPO <500 mU/mL
L 2 B EinfeE 3 ! Epoetin alfa ~ darbepoetin alfa > 2% luspatercept-aamt
(2) = ¢ EPO>500mU/mL
& HIST¥ &t £ F 4% F Ji antithymocyte globulin( ATG ) & & cyclosporin
A + etrombopag
® HIST¥ it E
® TRA A%
B e R R ¢ Azacitidine
® H @k iE R | Decitabine ~ imetestat (dr% 2_ v iy A @ % i )~ T IR
decitabine £ cedazuridine
® EAAFIRTZ AkER Y K i2* lenalidomide

LFE

~=h

FHENCCN sl M2 MR I P RG22 7 o R MDS - infE
ﬁgﬁiikW#J%ﬁ%i# v 2 g ¥ EPO R FAALERE AEZER
luspatercept 22 3% 15 " £ 3 SF3Bl % (M5 %) 2 £ 3 del (5q) % /&

9/44



114BTD07016 Reblozyl

His 4 d R F L% RS>15%( & RS>5% % SF3B1 % % ) (category 1)
2 T2 2% del (5q) 2 /82 4 ¢ 888 % L5 RS <15% (& RS < 5% i3
SF3Bl %% ) ® & ¥ EPO <500 mU/mL ; 2. F iE /5%

T FoM ’93?_»‘)%%’%5 £ ¢ (European Society for Medical Oncology, ESMO )% 2020
£ &4 MDS 2 2 chdp 51[4] 0 02 MR T ¢ R R 'g 2 MDS ok duE iR e R
B Rss o R oA g (¥ 5 Hb <10 g/dl) 2 MDS 3k
fg 4 fs

L #js § R228 /0 > 2 ¢ EPO=500 U (IA)

() %4 del (5q) # ¢ 4B F % - SUSRLHR ? lenalidomide (LA)
(2) 7274 del (5q) %¢ BB ¥ © % - MsREH”E* EPO+G-CSF® (4%
;45$¢>’_€\?:¥:§§17‘\;"]%’ég:

€ ATG =+ cyclosporine (I, B) ; ## <653 70 tk > * ¥ ATG L /53R F
I
& i Azacitidine (4 +:8) (I, B) ~ §82% % @ * azacitidine -~
lenalidomide = EPO (1II, B) » & & % # 7. luspatercept (4r% MDS-RS)
(LA) > skt &
2. #ik FR<2E /0 0 2 ? EPO<500 UM (LA)

(1) % - suEkie® : BPO£G-GCF
() F- ML RARE

® =275 del (5q) %7 ®B ¥ :23kiE* lenalidomide (I,A);
® 725 del (5q) ¢ MEF © kdpwil % - RLFER -

SRR RFETARLLPRR

AR E R FEE & LEH[5] (Reblozyl powder for solution for injection ) £
3 %A 5 luspaterceptt s ¥ FE H v Wi L - AL A RH o F- BT
EfE o THEE L LR L (TGF-B) L FoEfeM B4 « o s
Fehp Jhttpedd (H)4e GDF-11 > %1% B) % & > luspatercept #74] Smad2/3 3t
SRR BT AP e D SHS (e e ) A 2 ot e R A IR

¢ G-CSF 2 = % granulocyte colony-stimulating factor °

¢ WP E G R A E P luspatercept 22 ¥ b - R F e enEH[6]0 5 T K FE 4 &2 5H (Reblozyl
powder for solution for injection) ;> H3# ¥ i g 2 T * 2o B8 BAlA FE P AR B m@?ll 7
TSRS SRR R SR R & e LR L EA SR ST S
Do nin e BA] TE AL A P AR B el AR P i E g e
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H R A PR F i A A (7] e

AEFELD R FT AR IPSS-RA KL ZEF KA TP B R % (verylowto
intermediate risk ) 2. ¥ #£3% 4 7 g ¥ (myelodysplastic syndrome ) #7 % 5
B RAE ] N AR A ERFERP N BRI FT R

B R R L B B 4zt 2 L ¢ . (World Health Organization
Collaborating Centre for Drug Statistics Methodology ) 4 @_s7 ATC %:#5 (anatomical
therapeutica chemical, ATC code ) . & [8] &7 & % % % ATC code # 7 # (BO3XA:
REE B e WR) AL A “fﬂ‘ﬁ*n«’* LR R RAR: r
¢ 7 erythropoietin ~ darbepoetin alfa ~ methoxy polyethylene glycol-epoetin beta -
peginesatide ~ roxadustat ~ daprodustat ~ vadadustat ~ molidustat 2 efepoetinalfa ; H
PG 3 AR L N AREREFTHE ¢ 7 darbepoetin alfa ~ methoxy
polyethylene glycol-epoetinbeta # vadadustat > & 3 @35 ¥ * 20§ 20 14 §ip g 5]
ikmﬁﬂ; » T ABEE A% AP MDS 23§ B ©

Ao RTINS SR L BT A5 5 (9] i ek (B
) %I}'“T:J!F&Mfff- TR 2 2 LR & “M‘ VAR A A X
XA EE L TR 2743 "%zki%%?r%“ Y HE 3 AERESL PG
lenalidomide ~ azacitidine % decitabine © H ¥ lenalidomide 357 #* >t 3 X H s[5k

Fa lim'f T o W HpY SR IPSS A MY RAR Y HpUgLd
1 5q 4 £ 2. MDS #7 5 enfi s @k df 4] f o e A g5 4 azacitidine 7 * 20 f
v?‘iigé_‘_ ? U FE G B EILE  decitabine i * AW P K IAFE A R iR
2ZMDS ¥ Z¥ REGREGEE -

Bois e BRIE AT 6 U2 BITRERELLHRTEFT L
[10,11] » } i & & # 5. Tenalidomide | ~ "azacitidine ; # ©decitabine ; % © Jc ¢
SRR E S S PREA S S ET R B2 2 VR BHES A%
Pt B AL i A B AR 2 7 LR BHS AR T R R
* AR e

ﬂ‘fﬁ’* FEYEARPIE L #

‘*rﬁ'&

i ?’é‘—‘/k SR AR 5‘“r7‘1§5m1%‘IFL
R @ NERATSRER R PRI AR AF BRI R L #F
%°$Eﬁ%&%?i» Ak PR H’Bw% e A &AL ER > B
Reys R E# R ¥ i # 4 danazol 2 cyclosporine » & ‘m% ek LA iE oo X ow

‘g

© RRBEEA023 & T P 2 FV Ak 5 ¥ 2N ip IPSS-R A L 2EE A T ¢ R B ' (very low
to intermediate risk) & 3 ring sideroblasts 2 ¥ %#£3 2 7 i 1% ¥ (myelodysplastic syndrome)*7 %
® h’ﬂﬁ%l;i i& i‘; A A Bt oo AR ¥iea 3k 4 S (erythropoietin based therapy) & # R i i
Bk BRE AR w2 S EAHBE SR AREL
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*

2 If E 5L

¥ ¢t % (off-label use) -

Wi

gl

oG (32 Rr AT L)

K474 1 & %4 CDA-AMC ~ PBAC # NICE 2 § i 332 6 47 2 2 223k %
F FHIORTEF AL F J%‘;fi#ifﬂifé ‘2 %47 & & Cochrane/PubMed/Embase
M B R R BRI R R B AR D BN RAF L

%k WL p

CDA-AMC B22025%097" 09p 2k hEEAMEAIR 237G HF

(4e k=) 2 e

PBAC (;&) £22025#5097 09p 51 AREAFAPM 2 TR
E

NICE (# /) B12025%097 09p 5k AAEEMRAPH 237G HF
ﬁr{ o

Hi gRFTH Cochrane/PubMed/Embase sz & % o

ERF L TR | 2025 F 8 0 4 P frigE v o

(- ) CDA-AMC (4 £+ ) [12]

£3 2025# 09 % 09 p 51k > 12 Tuspatercept | M43 e 740% » ¥ A &
luspatercept * >t & % P 352 TG 3L o |g4c £ 1 CDA-AMC >+ 2021 & 12
P2 anTRgEL[13] Pt s < £H % RAE R ¢ (Canadian Drug Expert
Committee, CDEC ) =3 % 1 luspatercept * »* /o P RS 224 M I ¥ B b '&
MDS b'urig,;:(gi&,‘ ‘o ,1:@],: His E I Ephi@* EPO 5 A# IS % Pt
3 LR EPO S AMISRY M ABERETF o ERIHLHEL A S
)\?%#ﬂﬁl-&r—"— AZE Lw o

%%i | R 5]
A= 40 1% 2 (initiation )

1. Luspatercept 1% i is*2 % ++ 4t | & MEDALIST &4 :#5 ¥  luspatercept
EPO 5 Ao F s? 214 7 mz%ﬁf RBC #i: 9 4] 2. &4 RS ¢
FERE AR 21 ¢ RR% MDS- ¥ % EPO 3

z&?{f?‘fzﬁ 7 2 A p R LA

Fiha &5 4 > ¥R P FRACE

b 2R H 2 R e £ X Fd
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B g B %]

2% (Health Canada ) ¥4 chif fesp4n e (o
i (renewal)

2. Jp A fip AR 24 3 | RApTRE & R 2 H 0195 IWG 2018 &

B ERCET AR 16 FERG | REF BT RN R B A 243
R e om0 R IID SR 16 3T ik

Sk o FE 6B | & o ARRIZEFTRAERKRDNHEF I

T- = T s o
fie™ (prescribing)
3. ipRkd E & MDSZirk £5 | $ MDS 5 A Shi Fef ¥74p 5 £ & > riF
B ink LFET LA A o i% luspatercept #c B * % & i ciup 4 o
T_% (pricing)
4. HRTH - Luspatercept £2 & i & #F /55 4p ¢ (best

supportive care, /X T f§ fit BSC)> # ¥L3
% & 2z % & ( incremental cost-
effectiveness ratio, ICER ) % 623,219 4«
W/ QALY - % & i# luspatercept ¥ BSC
4p vt £ ICER i 3] 50,000 4c %/ QALY
Bl Z % 85% o

# w ~ CDEC ¥ » 9 %5455

e R L

1 P E#EX EPO AdUsRap A 0 ¥ ARG F LT ALHEPO § £
@i(m%.%gﬁAE%nfﬁiﬁﬁiﬁiﬁékﬁﬂ%Um%

éﬂ%%ﬁ@ﬁﬁ%ﬁ%%aﬂifﬂA$%%°

2 FREFA B 3R REEL 0 DVARL B ZiET -
3 RO R AT A ﬁ «? LA R F i’t i luspatercept o fr o
Luspatercept £ 7 Tf B (bldoil % ¥ 5 ) d :735);;« N T

:I"T m"z_’ f*r :]"j‘_ o

(= ) PBAC (&)

#£3 2025 & 09 % 09 p 5k 0 12 Muspatercept | B4t F 2 7402[14] > ¥
AHEE AFIM RS .

(Z)NICE (= &)

£33 2025# 09 7% 09 p 5+ > 2 Dluspatercept | M 4E5 i (742 [15] ¥ &
ST IE Y PRy

f4v £ % {74 %4% luspatercept * MR R ERA2Z2EF TP R B MDS £ # RS & ikdf
i) 5 hpd > ¥ S EPO 5 AAIRF B B3 EREZIGRF
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() # & REFTH

L 26 Fapasi e -SMC (&)

v

£3 2025 F 09 % 09 p 52k 12 Tluspatercept | M43 2 742 [16] » &
AABEEAEFAM 2 FRAEEL o

2. WA FAEARM 2R

(1) #=x->2
~3F 2 * 22 30F Cochrane/PubMed/Embase 7 + FL R 2. = j2 P 4o
"1 5] PICOS ik #0512 » T40F [t & A RATEL A 15 2T 25 4

¥ (population ) ~ ;% = ;* (intervention ) ~  »x ¥ P& & (comparator ) ~ F »<ip| £
J}F] # (outcome) % F2 7 %k 3222 % (studydesign) > H ¥F i 2 3@y

Population PrTER Y MBI Y BR R PR A 2 2
JE E k= ”T%’f( m%}_ﬂ. lliﬁ’Fl ?ﬂ_ ™ A :[,i; A

e x% N -

Intervention luspatercept
Comparator #3E
Outcome &%

Study design | ST ¥R ESK ~ kL2 }?L wRE T L A4

i pg + it 2. PICOS - i% 1% Cochrane/PubMed/Embase % < )gkfﬁiﬁ » % 2025
# 08 % 13 p > 2 "myelodysplastic syndrome | = [ luspatercept | 5 Bf 45 &
FH0E o HOF KE L sz o

Q) &%

1% PubMed - Embase 2 Cochrane Library T + F#L-T 5 » Gi% S L3045 &
& iE {5 ’#“‘f‘ﬁ‘%ﬂ ~ 3 @ £ PICOS & {Rhk ok pM T 22 T 2731 ¢
R HHAZPIRFFLAPIFITE X 2 AFLEE TR~ 1 RgP
%ﬁﬁIﬂﬁﬁ&ﬁﬁFKNMMWM’@Aﬁﬁiéﬁégﬁﬁ%ﬁﬂﬂ
(interim ) fri & » 45 (primary) [17, 18] °
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A. TS ¥ B E% — COMMANDS #2517, 18]

COMMANDS fefki# s 5 - 8 S B 57 o ~ 5 ML ~ BN 240 - sE s 4
PEGES » 430 26 BRI R (142 B PR Fee7) 17 o %385 o &t # luspatercept
27 epoetin alfa * 3t & ¥ &% ESA (ESA-naive) /o 2. Xk *& MDS #7# 5% mﬁ%l
o RAR A P S A H A AP & 2 AEL A R RRL AL 4T
G% T - HRAKEHY 2SS ELY .

() COMMANDS %5 % 3+

COMMANDS #5% 1 & 3 » I A TEG 18 o BYTE 5d IPSS-R 4 #f &
A MY BB MR AT R ESAVS e MDS & A g A 0 2T EES A PR
CRE P 0 F BARAL2 T 6 H kel ot RAP L F R
~x ¥ EPO k& & RS i~ k& > 5f#8 4 %1 luspatercept & & epoetinalfa & o
ARFoedp i TH 124D P EF 1280 EF) R kg 52 CRERE S
ZFZ R T I O0 B 4 215gdL | o EHE B ¢ 3L Y ClinicalTrials.gov
(NCT03682536 )° i & # #adn 3t @ A 472 5 » 301 =% & 3 5 24 i &
S E Fohp A (TR PHE2022E 87 31 p )5 AR AITE G
> 363 o A (FA# 2 p 5 2023 #3 7% 31 p ) COMMANDS #5340
%31 o

S
=L
E
B
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% I ~ COMMANDS 5% fif /i 4 4+

SRR

1.
2.

SRS e s N~ B R R s R R

RIp T Z R AW FAGE TS A K

o TR S S < v X

Ld i shd X AER 1 <200 UL vs. > 200 F1< 500 UL ;

RS # i 0 Bk vs. B (HBHER & 5 0 #4879 RS v 6> 15% > & & 4 SF3BI
% %5 FAEY RS W 5[>5%) o

Horig iR

E% 18 b

¥ F BSA SR 2 3 £ 2016 # WHO ZUTiE £ 2. MDS

o BIL AR IPSS-R A AT A 2hH M A Y R B g AR T e st 5<5% -
ot AR DS BN F ORERL F R (F 8 SRS R 2516
Hi)» ® i ? EPOER F 3 500 U/L -

% AFEE 8 ESA - A 7[;‘51"3 & ;B (4r lenalidomide ) ~ 4 7 A it Z$ -~ sotatercept >

g i £ luspatercept i #
« 24 del (5q) 57MDS > & f* 3 ¥ A #3) 7 MDS o

. Luspatercept & © ‘}i‘iﬂr F 3 F - oAl B E 5 1L.0mgkg o ks Ak B R
PEiEH AT A F 1.75 mgkg -

e Epoctinalfa 4 T i #f» & 18 % 8 — = s A2 oA £ 5 450 U/kg> & F b B B3 1050

IU/Kkg (. Eﬁfﬂ |& 25 80,000 10 ) -

EEy

BISER IIH 24ANFBFI S 2L Rk L 2 Tk
ERH D LS g/dL g 4 v B o

M 4= & ok

Binkd 112480 A G

% 2006 # IWG %215 » & ;% # L (hematology improvement-erythroid, HI-E )
& /%#f*§>83'fﬁ‘?i At
FE il 1Z:§’F1 \__B_Iﬁ%], 24 3 jm]ﬁ; AL G

It 123EN BAf oo IRPR L A Y B o

RN

Froedp s & » %3 (intention-to-treat, ITT) i& {7 A 47 » & F 475 g A %z
%A 24 ISR SO 24 P i P 4

WA= &R ocdpthin b £46 T B % gatekeeping > iE R B dr ] % - SF AT
g R G P HI-E F S ~ 23] 24 157 fi&a‘;{ﬁﬁji g At 2 30 12 2R
W s At B e ol T R IRAIA R P 4R LR o

Ry R TG 2 A B AGE FaIE AR EE LT BN R AT -
BEpE<005SAH: LRI FM -

(@) COMMANDS &5 A8 451 (4od =)

IRSPEF X G 363 l'i-‘ifia AREE A R T e len 0 HP 182 iR
luspatercept » 181 4% epoetin alfa o 7 3 & ¥ A 4720 1 & 247 > 2 fps £ 3¢
AW HHA T ARG LR A e 4 E80 2Hcs T4 & (IQR 3 69 T] 80
5B (55%); SR A xa 8P hi Eﬂiﬁ%lﬂl f ¥ (transfusion
burden ) < % #ops 4 @,*-‘i%ﬁﬁli B (<45 =/8:F 11k 63%) 2 Ma ® EPO &

A)o 7 g 4

K (<200 U/L:

it 80% ) > SF3B1 % % it 59% > RS I/ Hﬁ it 73% °
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(b) COMMANDS 2% 2 % rc s % (4od = )

BIig A F e p s (FHRELpH L 2023 £ 3 7 31 p )
luspatercept 2.5 162 *+ (89%) £ epoetinalfa =5 142 4 (79%) = = 24 i¥ i
% 5 lusptercept £ ¢7 epoetinalfa =4 %3 78 4 (43%) ™M % 53 4 (30%) # 3%
BX AREY BN o BPFR Y 283 luspatercept 2 2 17.2 1 7 5 > epoetin
alfa 25 169 B2 -

B A R 2 35 % % BT o luspatercept (4P #3% epoetin alfa 2 (60%
V8. 35%) Bt FATEL S A A ¥ 24 TIA R AT TRF LY 12
WP A Ak SR > ¥ Tk E AR AR D 0 15 gL s A b o
OR % 3.1% (95%CI2.0 & 4.8) - p* ¢t » luspatercept & 4p #>% epoetin alfa & 5 3%
P RFL AR AT EIMNES R Gtk ¢ F R E R d F B
83k ~ ik Hf ek HEIL 24 0 2 3 A 12 E TR R Ak L -

Faram=x EHELs L%k trip o & % $c=x =¥ ¢ > luspatercept feiE & A
£ Fprcdpiem A v Bl3BRE 0 @ 7 ik %ﬁ?ﬁﬁli R EARRE 2L ¥ EPO KR >
142 SF3Bl R oA K ek o A 5 RSHEM = %E? »2 81 &
AT IR R AR T o I FEF LT R oA N o

(c) COMMANDS % >+ %% (4044 )

# % 2023 #9 * 22 p > luspatercept ¢ #cif BEEFR S 214 B * (IQR
% 142 3 324 % * ) @ epoetin alfa 2P| 52 203 % * (IQR % 12.7 % 309 &
T )e ¥ B & B PFRY 0 luspatercept £ >t epoetin alfa 2 (61.9 i [95%CI
% 33.0 2 1103 %] vs. 44.7 iF [95%CI 5 24.1 3 76.0%]) -

e B R F 4 eh2 2% 2 (treatment emergent adverse event, TEAE ) »
luspatercept (.14 % ** epoetin alfa =4 % & 98%% 93% ; 4~ %5 35%% 21%:h
TEAT A4 0082 ;5 R AP B o vk 5 B W 5% 2 5% 4p B 1 TEAE » luspatercept
BEF 9% ¥ L TEAE (F 2 3210%2 Jp 4 ) * REH P L4785 LR
- R (& ZR®E~HH~ B B) ¥ luspatercept ¢ F B g A K o

% 3 7| % 4 %< TEAE - luspatercept %12 % epoetin alfa 24 %] 5 64%%
52%; B¢ A ulg 9%% 3%pm A ARG B RAPM b ¥ L2 %30 % 4
BeE A2k ¥ 527 L F 207 luspaterept 2 (F 2 23%p 4 ) A REPH Y SR
¥R TR P :Q\ﬁfm‘v;\cgé o o 3T R s o E T O
B FEE o 2 MDS (¢ 2 MDS B it 2 F 803 4 B :)ﬁs) % ; luspatercept &2 %
epoetin alfa ‘2.4 %3 49%% 43% g A FABRER AEE o

17/44



114BTD07016 Reblozyl

% 7 ~ COMMANDS #5% —# ¥ & 472 1 & & 472 5 4 7 HP ik

R ERE A
Luspatercepty | Epoetin alfa R Luspatercept | Epoetin alfa
(n=178) (n=178) (n =356) (n=182) (n=181)
gQ&li:)é = A 74(68,80) 75(69,80) 74(69,80) 74(68,80) 74(69,80)
25](9),n 107(60%) 91(51%) 198 (56%) 109 (60%) 92 (51%)
I #,n 19 (11%) 24 (13%) 43 (12%) 19 (10%) 25 (14%)
MDS s ¢ = 8.0 5.2 6.2 8.0 5.1
#i, ' (IQR) (2.0, 28.8) (1.6, 18.5) (1.8,23.6) (2.0, 28.8) (1.6, 16.8)
ECOG %4 s & i
0,n - - - 74 (41%) 69 (38%)
I,n - - - 104 (57%) 94 (52%)
2,n - - - 4 (2%) 18 (10%)
WHO 2016 MDS % #§
MDS-MLD, n 49 (28%) 46 (26%) 95 (27%) 50 (27%) 47 (26%)
MDS-MLD-RS, n 125 (70%) 117 (66%) 242 (68%) 127(70%) 118 (65%)
IPSS-R 1 *& 42 &
2£4 M, n 16 (9%) 17 (10%) 33 (9%) 16 (9%) 17 (9%)
MR, n 126 (71%) 131 (74%) 257 (72%) 130 (71%) 133 (73%)
P E,n 34 (19%) 28 (16%) 62 (17%) 34 (19%) 29 (16%)
& ¢ EPO kR ¥ 78.7 85.9 84.5 77.2 85.4
i~ #c, U/L (IQR) (41.7,185.3) | (40.5,177.8) | (40.9,79.1) (41.0, 184.8) | (40.6,177.3)
RS [5 . n 130/178 128 /177 258 /355 133 130
- (73%) (72%) (73%) (73%) (72%)
Ny 111/176 99/171 210/347 114 101
SF3BI X %, n (63%) (58%) (61%) (63%) (56%)
P f Y ik,
_%EJ /8 % (IQR) 324 3(2,4) 3(24) 3(2,4) 324
W 1%
<4 Hi+/8%,n 114 (64%) 109(61%) 223(63%) 118(65%) 111(61%)
28 »/8%F,n 80 (45%) 79(44%) 159(45%) - -
>4 Hi~/8%,n 64 (36%) 69(39%) 133(37%) 64(35%) 70(39%)
fn % Hb ik & 7
égt’ o/dL (IQR) 7.8 (7,8) 7.8(7,8) 7.8(7,8) 7.8(7.1,8.2) 7.8(7.1,8.3)
<8g/dL,n 107 (60%) 106(60%) 213(60%) 100(60%) 108(60%)
>8g/dL,n 71(40%) 72(40%) 143(40%) 72(40%) 73(40%)
EANNS S i 230 235 230 230 236
#, 10°/L (IQR) (155,304) (140,324) (144,310) (155,305) (143,324)

IQR, interquartile range ; MDS-MLD, myelodysplastic syndromes with multiple lineage dysplasia ; MDS-MLD-

RS, myelodysplastic syndromes with multiple lineage dysplasia and ring sideroblasts

; ECOG, Eastern

Cooperative Oncology Group ; IPSS-R, Revised International Prognostic Scoring System ; EPO, erythropoietin ;

RS, ring sieroblasts ; SF3B1, splicing factor 3b subunit 1 ; Hb, hemoglobin °
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= ~ COMMANDS &5 — 4 ¥ A 4547 1 & A 472 Froredg iR B

e R i e il
Luspatercept 2 | Epoetin alfa 2 | Luspatercept £ | Epoetin alfa %

(n = 147)* (n =154)*

(n = 182) (n=181)

S TR E
b op gy

2022 # 8% 31 p

2023 &# 3% 31 p

Sk B )

(42_135) (27_1%)

17.2 2 16.9 i *

iR orcd il

2 Tiag ZFRkRR AT S 1.5 g/dL s A v b

ThisR S 125 24%9F > @815 123573 Rif ok SR

n 86 (59%) | 48 (31%) 110 (60%) | 63 (35%)
N 26.6% 25.4%

2R % E
;;} ;ﬁ (95%CI % 158 & 37.4; (95%CI % 15.8 T 35.0 ;
T p<0.0001) p<0.0001)
OR 3.1(95%CI 3 1.9 & 5.0) 3.1 (95%CI 5 2.0 % 4.8)

M a2 & ocdn B

¥ 17243 >

&g ed F O (HIE) #4> 8 ik dup A v 6, n (%)

n 109 (74%) | 79 (51%) 135 (74%) | 96 (53%)
N 22.3% 21.5%

2h kR
;; fﬁ (95%CI % 11.8 1 32.8; (95%CI % 12.2 = 30.7 ;
= nominal p < 0.0001) p<0.0001)
OR 28(95%CI 5 1.7 3 4.6) 2.8(95% CI % 1.8 3] 4.5)

P AR Ak SRR 24 3F s 4 v

b &1, n (%)

% 13 243%F >
n

70 (48%) | 45 (29%) 87 (48%) | 56 (31%)
N 17.0 % 16.3 %
;fé;j‘ ;ﬁ * (95%CIl % 6.7 3 272 (95%CI % 7.1 3 25.4;
' ‘ nominal p=0.0006) p=0.0003)
OR 23(95%CI % 1.4 1 3.8) 23 (95%CI % 1.4 3 3.7)
¥ 13243 0 320 1203 0 o SR ehgn £ 6, n (%)
n 98 (67%) | 71 (46%) 124 (68%) | 88 (49%)
N 19.1% 18.8%
¥ f“.fk A (95%CI % 8.6 & 29.6 ; (95%CI % 9.5 % 28.0 ;
T A% nominal p=0.0002) p <0.0001)
OR 2.4(95%CI 3 1.5 1 4.0) 2.5(95%CI % 1.6 3 4.0)
Hip & @"\’32#1 =
$ 13 48% 0 31 P 2437 i o IRERIL A 4 v B, n (%)
AR E 2022 # 8 ® 31 p 2023 #9 % 22 p
b p g
i OpE R Y - - 21.4 i 7 20.3 2
(kBT (42 ) (27 %) (61.9 i¥) (44.7 i¥)
N 74/128 (58%) 47/136 (35%) 116 (64%) 76 (42%)
¥ AR % F | 21.8%(95%CI % 109 % 32.8; 20.9% (95%CI % 11.6 3 30.2 ;
B LR nominal p <0.0001) p <0.0001)
OR - 2.7(95%CI 3 1.7 3 4.4)
i

2

*ITT %3¢ £ 4

LA

55 s 4 el ¢ A TR A R R 0
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% ~ ~ COMMANDS 2% — 1 & » {72 S R HFHfradpih g % 5

Luspatercept e
(n=182)

Epoetin Alfa %
(n=181)

ARG T ASE Y I IS 240D 2 FD 0 12 %F R F R

w0 ¥ T3ag ZEERA T 0 1.5 g/dL dum A v B

, WN (%)

A fHE<4H /8% 79/118 (67%) 48/111 (43%)
AW fE>4 8 /8 % 31/64 (48%) 15/70 (21%)
s ¥ EPO <200 U/L 96/145 (66%) 59/144 (41%)
i ¥ EPO>200U/L 3 <500 U/L 14/37 (38%) 4/37 (11%)
SF3B1 % % 80/114 (70%) 33/101 (33%)
SF3B1 & % % 29/65 (45%) 26/72 (36%)
RS B 87/133 (65%) 38/130 (29%)
RS 1214 23/49 (47%) 25/50 (50%)
Hi & foradpth: % 10483 1“8 24 £ 5|7 RIF L s £ v B,
/N (%)

A fAE<4E /8 86/118 (73%) 62/111 (56%)
A f E>4 8 /8 % 30/64 (47%) 14/70 (20%)
s ¥ EPO <200 U/L 103/145 (71%) 73/144 (51%)
s ¥ EPO>200U/L 3 <500 U/L 13/37 (35%) 3/37 (8%)
SF3B1 % % 83/114 (73%) 42/101 (42%)
SF3B1 & % % 32/65 (49%) 29/72 (40%)
RS B 1% 90/133 (68%) 51/130 (39%)
RS 1214 26/49 (53%) 25/50 (50%)
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Luspatercept & (n= 182) Epoetin alfa &2 (n=179)
. FRIELE | g3y - i%ﬁi £ 37
TR EBR | 4 F/F A 4 ERCENCN 4 /| 4
# -
I %41 1=x TEAE,n
=78 (918702) 599.5 (614:07/0) 166 (93%) 409.9 93 (52%)
58 36 (20%) 16.0 5 (3%) 25 (14%) 14.3 1 (1%)
B 35 (19%) 15.2 1 (1%) 15 (8%) 8.1 1 (1%)
B o B 29 (16%) 12.6 19 (10%) 16 (9%) 8.8 8 (4%)
e e FER 28 (15%) 11.8 8 (4%) 15 (8%) 8.0 2 (1%)
& 4 27 (15%) 11.5 1 (1%) 29 (16%) 17.2 1 (1%)
%ok 27 (15%) 11.5 0 19 (11%) 10.3 0
7508 27 (15%) 11.4 0 16 (9%) 8.8 0
R 25 (14%) 10.6 2 (1%) 18 (10%) 10.2 3 (2%)
PR R 25 (14%) 10.6 1(1%) 17 (9%) 9.9 0
B 24 (14%) 9.8 18 (10%) 19 (11%) 10.8 14 (8%)
BROR 21 (12%) 8.8 1 (1%) 16 (9%) 9.1 1 (1%)
i}: f} FE 19 (10%) 7.9 3 (2%) 11 (6%) 5.8 2 (1%)
I 48 1 kA TEAE 84, n
>R 111 45 87 33
(61%) 734 (25%) (49%) 67.6 (18%)
i@ A 59 (32%) 28.9 2 (1%) 46 (26%) 29.6 3 (2%)
B o B 31 (17%) 13.7 21 (12%) 17 (9%) 9.4 9 (5%)
T3 K 18 (10%) 7.3 4 (2%) 13 (7%) 7.0 3 (2%)
R B 18 (10%) 7.1 14 (8%) 14 (8%) 7.5 8 (4%)
7 ! 12 (7%) 4.6 6 (3%) 14 (9%) 7.2 10 (6%)
# 3L ! TEAE, treatment-emergent adverse event °

() EkF i TH

EHRE TR PTHEFocME 0 ¢ § COMMANDS {52 9 ¢ A
172 2 & 2475 % 59 4 % JR[17, 18] 5 11 2 COMMNADS 35 4p M 5 #7573 §

AR ¢ 3

[20]~1 o A B 2w AR % A3 € B AR[21] o 1 i 2 Wiz iRY 3

Y AN &

2

[}

| P

SN
o

CEH LR

‘r—'gf@‘wfpziﬁ °
AR R RFEEF LR B RTHE F L REE A RTLBF LR
FEERTHG kA F o TR T TRE S TURRE S BT
L R WA N fJ‘\ %"]?Fé‘*?’rkt%"'\
TR BF LR (FEBRG TR B ¥
. «’f;]ﬁ*??,@pﬁ—fr%ﬂ']iiﬂjﬁ; °
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S Q‘[%[21] o B¢ » COMMANDS :#5%2 #f ¢ 2 2 & o478 5% 2 35 £j%
@m’ylﬁiWk@@ FRAEEZ LR AL H AR LR AT A

B0 3 5 RGP o YA L COMMANDS PR EYIARF I A RETEEN
i o

£ HT 2023 #£ 9 7 22 p 2 A 45 %45 ) 0 luspatercept £ % epoetin
alfa fe o s 0 12 F 0 b enid B3 kR g 2005 A0 BIA B G 76.4%% 55.8% (p
<0.0001 ) 2 5 1 & 12+ m)?r,— At B e B] 44.5%% 27.6% (p=0.0003) > i@ 4 1.5
& SR Aot BIRA 5] 30.2% % 13.8% (p <0.0001) [19] 5 ¢t ¢t > luspatercept
s 4p 3T epoetin alfa f2 > ¥z i NE R st A 4F[21] -

(=) 2%y &

AEE RTS8 (Reblozyl powder for solution for injection > i &
& A % luspatercept) AN FHFET * 355 IPSS-R A& 222 ¥ MAE LT Y BB %
BB A 7 LR TR R ] P A o B R R
luspatercept $ » i 4 i §= B P 35 ¥ i o o

FHAEPEEE CCAFARNESFY FREFAR/R BT lenalidomide
azacitidine % decitabine B~{¥ MDS if &g > 2 % A 30 » BERLH ;P SEHKH(RF
Epdr oo PR ardioetd &2 (4 epoetin alfa ~ darbepoetin alfa)

* % MDS TR DF R mmf-& fPrrigiga LG4 F P BRI R EAPE

3 | PSRN~
o 2 o

SO FRARFRPEEGL LS

£33 202570972 09p » @R NICE % ;28 PBAC ¥ 288 A% 4ph 2 =5
FLT f-%‘,'i o4v £ & CDA-AMC & & 22021 # 12 7 2 2 » e 1% 2k #-luspatercept
B RS 22 (I ¢ R b ' MDS f%%fa%#&ﬁﬁfuﬁﬁ%ﬁ ek i
X

,g,;;t.wEPo m AR A PR  E E 4K EPO G AR K o fh R
E”@"E‘&i{ = ?511

(=) PERERIE L 21

FHAZTPIERFE AFLILE L LT Ay I HgP ik
COMMANDS 25 ° 3735 %% % 4p 1! > luspatercept 4p #>% epoetin alfa » se3t + &
FPLSehp AP E PR TR R 1 IR 4R @F2 0 12
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Table of Contents
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MANAGEMENT OF LOWER-RISK DISEASE
(IPSS-R VERY-LOW-, LOW-, INTERMEDIATE-RISK DISEASE)W*Y

EVALUATION OF RELATED ANEMIA

- H&P

= CBC, platelets,
differential,
reticulocyte
count

= Examination
of peripheral
blood smear

= Bone marrow

aspiration

with iron stain

+ biopsy +

cytogenetics

Serum EPO

level

* Rule out
coexisting
causes

|-

= Treat
coexisting
causes

= Replace iron,
folate, B12 if
needed

- RBC
transfusions
(CMV-safe)

= Supportive
care®

MDS-5q

(low blasts)

del(5q) * one other
cytogenetic abnormality
(except those involving
chromosome 7)

Preferred
MDS-SF3EB1
(low sts) Luspatercept-
No del(5q) aamt''"™mm

+ other
cytogenetic
abnormalities
with ring
sideroblasts
(RS) =215% (or
RS =5% with
an SF3B1
mutation)

(category 1)

Other
Recommended
Imetelstat™ (if
serum EPO =500

for ESAs])

No del(5q) * other cytogenetic
abnormalities with RS <15%
(or RS <5% with an SF3B7
mutation)

Note: All recommendations are category 2A unless otherwise indicated. I

Version 2.2025, 01/17/2025 @ 2025 National Comprehensive Cancer Network™ (NCCN™), All rights reserved. NCCN Guidelines™ and this illustration may not be reproduced in any form without the express written permission of NCCN.

Serum EPO
=500 mU/mL —™

Serum EPO
=500 mU/mL

No
response®®
or

relapse®®

No
response®®
or

relapse®®
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Preferred »
Lenalidomidel!

Other Recommended
Erythropoiesis-stimulatin
agent (ESA) (epoet"‘rt(alfa
or darbepoetin alfa™®)

Preferred

TREATMENT OF SYMPTOMATIC ANEMIAh:ii

relapse®®

Lenalidomide (category 1)jj

Serum EPO
=500 mU/mL

Serum EPO
=500 mU/mL

Preferred
Imetelstat (category 1)

Other Recommended
E +

poetin alfa *
granulocyte colony-
stimulating factor
(G-CSF)99
or
Darbepoetin alfakk =
G-CSFa9

Preferred
Imetelstat'™ (if not
previously used)

or
Luspatercept-aamt
(category 1) (if not
previously used)

Other Recommended
Consider lenalidomide!!

Response ——»

No Response to
lenalidomide®®
or ESAPP or

FOLLOW-UP

Continue lenalidomide
or ESA, decrease dose
to tolerance

See Serum EPO >500
mU/mL (MDS-6)

No response
to imetelstat®®-
or ESAs
G-CSFPP or
relapse®®

See Serum
EPO =500 muU/
mL (MDS-6)

Other
Recommended
Ivosidenib

(if miDH1) or
Olutasidenib
(if mIDHT)

No (category 2B)

response®®
or relapse®®

Footnotes on MDS-6A
MDS-5
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MANAGEMENT OF LOWER-RISK DISEASE
(IPSS-R VERY-LOW-, LOW-, INTERMEDIATE-RISK DISEASE)W:*Y

TREATMENT OF SYMPTOMATIC ANEMIAPhii

Serum EPO
<500 mU/mL

Symptomatic
anemia with
no del(5q)

+ other
cytogenetic
abnormalities
with RS
<15% (or RS
<5% with

an SF3B1
mutation)

Serum EPO
>500 mU/mL

Preferred
Epoetin alfa
or
Darbepoetin
alfakk

or
Luspatercept-
aamt!

kk

to respond to
ISTSS

Poor probability
to respond to
ISTSS

Good probability

Response —»

No response
to ESAsPP
(despite
adequate iron
stores) or
luspatercept-
aamt®° or
relapse®®

Continue epoetin alfa or
darbepoetin, decrease dose
to tolerance or continue
luspatercept-aamt

Preferred
* Imetelstat™
(category 1)
- Luspatercept-aamt"
(if not previously used)

Other Recommended

« Epoetin alfak® + G-CSF99 or
lenalidomide®

= Darbepoetin alfakk
G-CSFY or lenalidomide!t

Response
decrease dose to
tolerance for ESAs

No response to
imetelstat®® or ESAs
* lenalidomide

or G-CSFPP or
luspatercept-aamt®®
or relapse®®

No responsedd
ATG + cyclosporin A * eltrombopag"" — |or intolerance or
relapse®®

Clinical trial
or

Preferred
Azacitidine®?

or
Imetelstat™™"™

or

cedazuridine®

Note: All recommendations are category 2A unless otherwise indicated.

Other Recommended
Decitabine®?

(if not previously used)

Oral decitabine and

Useful in Certain Circumstances
Consider lenalidomide

No response

within 6 cycles of
azacitidine or 4
cycles of decitabine
or oral decitabine
and cedazuridine?
or imetelstat®® or
lenalidomide®®

or intolerance or
relapse®®

Follow pathway for Serum
EPO >500 mU/mL (poor
probability to respond to IST)
or

Preferred

Imetelstat™ (if not previously
used) (category 1)

Useful in Certain
Circumstances
Ivosidenib (if mIDH1T)
or

Olutasidenib (if m/IDH1T)
(category 2B)

Follow pathway for Serum
EPO >500 mU/mL (poor
probability to respond to IST)

Ivosidenib

mIDH1 —»|OF

Olutasidenib (category
2B) if IDH1 inhibitor not
previously used

Clinical trialVV
or

No m/DHT1—|Consider allo-HCT for

select patients99

Footnotes on MDS-6A
MDS-6

Version 2.2025, 01/17/2025 @ 2025 National Comprehensive Cancer Network™ (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be repraduced in any form without the express written permission of NCCN
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Lower-risk MDS
{IPSS-R very low-, low- and some intermediate-risk?)

!

Symptomatic thrombocytopaenia

!

Symptomatic neutropaenia

!

Symptomatic anaemia
(generally if Hb <10 g/l

N

Moderate and asymptomatic
cytopaenias

Androgens [Ill, C]
TPO-RAs it marrow blasts <5% [ll, C]

ATG if favourable features [, C]
Azacitidine if approved [lll, C]

!

Broad spectrum antibiotics if fever [I, A]

Short-term G-CSF [lll, €]
ATG if favourable features [IIl, C]

Azacitidine if approved [Ill, B]
Clinical trial

4

RBC transfusions
22 concentrates/month
and serum EPO =500 U/I
[L.A]

vV A
Delisg) HNo del{5q)

!

Lenalidomide I, A]

EPO + G-CSF {low success rate)
or second-line freatment

!

N
Second-line treatment

ATG = cyclosporine [I, B]
(age <6570 years and
favourable features for

response to ATG)

Others:
Azacitidine (it approved) [Il, B]

or clinical trial with azacitadine,
lenalidomide + EPO [Il, B],
luspatercept {if MDS-RS) [I, A]
or experimental drug

gi—ﬁml Del{5q) I

RBG transfusions
<2 goncentrates/month
and/or serum EPQ <500 U/l

[LA]

N
If failure or relapse

Il

Lenalidomide [, A]

v
No treatment

Figure 3. Treatment algorithm for lower-risk MDS,

ATG, antithymocyte globulin; EPO, erythropoietin; G-CSF, granulocyte colony-stimulating factor; Hb, haemoglobin; IPSS-R, revised international prognostic scoring
system; MDS, myelodysplastic syndromes; MDS-RS, myelodysplastic syndrome with ring sideroblasts; RBC, red blood cell; TPO-RA, thrombopoietin receptor agonist.
® For IPSS-R intermediate-risk MDS patients, whether they should initially receive treatment for lower-risk MDS or higher-risk MDS is also based on other factors
including age, comorbidities, importance of cytopaenias, somatic mutations, effect of first-line treatment, etc.
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PubMed (#& p #7 : 2025 & 08 * 13 p i)
1 | luspatercept 290
2 | myelodysplastic syndrome 32,668
3 | (luspatercept) AND (myelodysplastic syndrome) 161
4 | (luspatercept) AND  (myelodysplastic ~ syndrome)  Filters: 4
Randomized Controlled Trial
5 | (luspatercept) AND (myelodysplastic syndrome) Filters: Systematic 0
Review
6 | (luspatercept) AND  (myelodysplastic syndrome)  Filters: 0
Meta-Analysis
Embase (3% p #f : 2025 & 08 * 13 p 1+)
1 | 'luspatercept'/exp OR luspatercept 1,046
2 | myelodysplastic AND syndrome 65,420
3 | #1 AND #2 592
4 | #3 AND 'randomized controlled trial'/de 77
5 | #3 AND 'systematic review'/de 13
6 | #3 AND 'meta analysis'/de 8
Cochrane library (#7% p # : 2025 & 08 * 13 p i+)
1 | luspatercept in Title Abstract Keyword AND myelodysplastic | Cochrane
syndrome in Title Abstract Keyword - (Word variations have been | Reviews: 0
searched) Trials: 115
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PubMed (3% p # 12025 # 8 % 13 p)

#1 ((MDS) OR (Myelodysplastic Syndrome) OR (anemia)) 309,901
#2 (Reblozyl) OR (luspatercept) 290

#3 #1 AND #2 252

#4 #3 AND ((cost-effectiveness) OR (cost) OR (cost-utility) OR | 2

(cost-benifit) OR (cost-minimization analysis) OR
(cost-consequence analysis) OR (cost tudy) OR (economic

evaluation))
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