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AN

Tsauzialafnuneiiadodlan (multiple myeloma) WWiulsruzidualafinivenfinuveely
faeng wuuszanas 1% vesniaianun uasUseana 10% vesuzdsnsladising (hematologic
malignancies) dagtiuluusemalneddlifinisfnwanuduaimaasvgaansvainssnulsauzisa
Todnvmeinifeslaudensugniewadiuiuin fmunuedifeTohnsinuides “nsusedi
Funuessavszlevivesnsinwlsauzifilunsegnionsugnanewadduinialulssmalng 7 o
THUszneunsinnsandadulalunsifivyadnsusslemiluszuundnuse fugunmurian

v
Aav A= Ao

NUATBLIITInUs AR o incremental cost effectiveness ratio 98901155 ®1A28N1T

9

UgnaewaaaunwdaieuiunisivenadvndalugUae multiple myeloma wagtiteuseiiunise

auUsganad budget impact analysis lun15UTIINISINBIAIENITUGNAewaaRuiwdaluyadns

Usglevtivaamanuseiuauningume

AR



AnRNSsuUsENIA

Ay 13lulasensuszidunalulaguazuleuigauguain (Health Intervention and
Technology Assessment Program: HITAP) 9848 UN52AMUARINTINNLTINGIUIAIIUIT UR
lsang1u1as13d Isang1uiagunansal Isanegrviaumsivdeddul lsameiuiaasuaing uag
Tssmgunaveunnu Alimnuemdslunaiuloyadununsinw uazdoyanmnminvesiiae

vatl AzAIT8vevaUNIEANITYIVIYIINMUIBIUNIAEIUAY 9 NiTlana1Ee a AT Tu

Y
N33 UTE UL NN TULATIT19TTE waznsUsEyuieNITINan1sAny o ulATINIg
Usziliuduyuessausglorivesnissnulsaunsslansegnaenisugnaneaddunidalulszsineg

vy uianganlideyamdulslovinonsideluasell 13 o nillene



UNaFURUINIg

fiun: Isauzsalafinvnnvdagdedlau (multiple myeloma; MM) i ungisadialadinunafiiinain
NSEUIUNISUUIF VRS plasma cell (clonal proliferation) 7iWmw1n1a1n B lymphocyte Tulwnszan
Faflaruinunalu nuuszann 1% vesmsiSaimun wazUsvana 10% veusiSmdladinine
(hematologic malignancies) Jagtfutinisinuiidendumnsgulugihe MM Bomsugndioisad
suriadinden (autologous stem cell transplantation; ASCT) waflfte MM ludszmelneiiies
110 3 fannsadienissnude ASCT I8 1 esannnssnwedaiisnaiuns yenaniansd
ansadnaneadnwice ASCT fiitesdvdisunsitesdviides iliherldansusy fuguam
Muntilazdnsuseiudiauldanunsatnfeanissnule

[

19 UTZa9A: LIaM incremental cost effectiveness ratio ¥84N155NWIRIENITURNANELTAA AU
mtlaweuiunsiiguaiivndalugdae multiple myeloma uagitoUsziiuniseeulsezunas budget
impact analysis Tun1sussansinwimemsuanaewadauinialugedniusslovivemanuseiy

FUNNAIUNTI

ad = =2 J 2 a Yoo a ¢ v L4
ABn1sfne: Msdnwdidunisussdivanuduaiminsunmdlagnisiasisiaunuessausele v
Aeliyunean1edeny (societal perspective) YU UFIUYBINITITUUUTIADINIUATYTANENS
(model-based economic evaluation) fia WUUI1@BY Markov ¥8aN155n¥ImENIsUgneaneLsadfu
Al nsleafiviUn wae targeted therapy lugUaelsauziiadalafinuny dauusmesduszun
eildlunuudnaeddunnnsiivdeyaannvsedeu deyadunuldunanmsinudeyaainiay
sulou wazdoyaossousslondlauannsiivdoyaangUae vatlyarivesdiuuiasnadnslu
[ Y & ! LY Y [ %4 = a ¢ 1 1 Y 14
aunAnazgnUiuliluddagdulaglddnsaniesas 3 srudalinneianuliuiueuressiiudseie
78 One-way sensitivity analyses, Probabilistic Sensitivity Analysis (PSA) kagn153LATIEARITAD
fin (threshold analysis)

NANISANEN: HAN1SYUIEEATINITTONTN NUINNNTSAEIALE conventional chemotherapy 1Tu
madanusn (frontline treatment) ¥ilvigUaedl predicted median survival Wity 4.5 U Yuingg
Sy ASCT vinligUaeil predicted median survival (iU 7 U Han153As1enensiduaumu
UszanSNaduui U (Incremental cost-effectiveness ratio: ICER) n155 w1628 ASCT GRIRR
conventional chemotherapy iy 650,000 umseaw wazlinadnssgualundielguanig
(QALY) wiisduiade 1.7 9 vioAnudu ICER wihiu 376,427 mwiaﬂqsumwﬁl,ﬁwﬁu NANNSILATIZI
vTad1in (threshold analysis) 1U3nN1s3nwIse ASCT axlimuduaniiefuunisinwideneda
aliAiu 908,504 UM

dguna: M3snwsie ASCT Wuvnadenusnlugiae MM faeiiudnsinissendn uwasiudauniie
I Aw o v A A Y] v ) Y . ! o v
agnilfuddgilomeuiunislinisineise conventional chemotherapy uin13snwme ASCT

1AUUARBATNEINT conventional chemotherapy agnuindnsdIuAUUUTEANTHAR LY



Wiy 376,427 umselguaisiiindu fdsdun1ssnwaig ASCT WumadenusnlugUas MM J
galudauguanluviunvesdsenelne Waeudunislinissneid e conventional

chemotherapy
v a
JaLauBLusLIIUlauIe

A3HB50951ANEN T TUN1TSNEY ASCT Tanasundy 908,504 umsdanasa aziln1ssnw

AananinANNALATtuUSUNYBIUTEWAlNg
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NANNISUAZIVIARS

a < < a a o
1.1. S2UNNIMNEIVBILSANLISILTAlaRnv1THadedlaun

TsnuziSalafinvnviagiodlann (multiple myeloma) WulseziSafinutesluggeensy Tne
multiple myeloma WUUsas 1% v0eusLs oianun wavUsyuin 10% vosusiselsadon
(hematologic malignancies) (1, 2) 31nN15d15799UAN1Talv04lsA multiple myeloma ludszine
Inevesantunzisawnan@(d) wudrwaugiaglmliseningdn.e. 2553-2555 §1uu 767 au 1duine
N9 379 AU LwAY1e 388 AU Laedl age standardized incidence rate MLWMWEJLLazLWﬂWﬁﬂagJJ'ﬁ
1.0 uar 0.8 sioUsevIns 100,000 AUALEINU

< < a a o
1.2. Insuazansiansvaslsauzisudnlainuiiviniedlaun

Multiple myeloma 1JunziSudinlafinu1iNiina1nnseuIuns wUeda ¥e9 plasma cell
(clonal proliferation) iau131910 B lymphocyte lulunszan dallanuiaunily lngeinisuans
Ao o L. . . v . = = . Y] =
namgy (clinical manifestation) ¥a3yU28 multiple myeloma ABBINTITA (@anemia) TEAULABLTL
1‘1415@@@& (hypercalcemia) 1aa1e (renal failure) Uannsgan (bone pain) Ns¥ANYN (pathological

bone fracture)

15 multiple myeloma lugUrearuanniauiunainszezneuuzise (pre-malignant stage)
7138131 monoclonal gammopathy of undetermined significance (MGUS) Ima;\i’:ﬂwﬁagﬂmwg
MGUS agliluansenisesls (asymptomatic) Tnednsiniswaiun (progression rate) luidu multiple
myeloma 289 MGUS agjﬁ 1% #et(@) wenaniidmusyesdeunysiidonit smoldering multiple
myeloma (SMM) Tagsyey SMM agiinugunssnnndy MGUS lnegdisinng SMM agillonaiaimn

Y
[

LUty multiple myeloma @gjﬁ 10% mol wasanlasunisitiadeandu SMM Useanad 5 Uensinns
A ldu multiple myeloma aganaadu 3% mel

aa o < I3 a a o
1.3. MsiUaRelsANsSwialainuIvlasledlaun

1.3.1 n15318328lsA multiple myeloma

91989RNUNUNT N5 R0 8U8Y International Myeloma Working Group IMWG)(1) Taeil
\nesinIadesal
1) {I5zAU clonal bone marrow plasma cells 11nNNIUIBLIVINTUTOUAL 10 %303 biopsy-
proven bony or extramedullary plasmacytoma

2) WU myeloma defining events (MDE) 1nnnanu3awiniy 1 Uansmalull



o dvdngiuusdtinnuidenieveseieizidivung (target organ damage) 349134

ANULNYITDINUNILANURAUNAVDINANEUNTRE TI919LSNWULTLRNILLINLI

De
De

N

Mg hypercalcemia U330 serum calcium #9171 11.0 mg/dl

o O

A launnsed renal insufficiency Us991n526U serum creatinine gendn 1.77
mmol/l (> 2 mg/dL)
o Aglaiingne anemia: Inefidnwariadendy normochromic, normocytic
Tnedisziu hemosglobin sni1szduund viseiisyiuhemoslobin #n31 10 g/dl
o anranuraUnAveInsEgn(bone lesions): nuila1ignseanaaiy (osteolytic
lesion) 11NN ILN AU 1 ATLKU 9910 skeletal radiograph, computed
tomography (CT), #38 positron tomography-CT (PET-CT)
e Ul clonal bone marrow plasma cell percentage > 60%
® Involved: uninvolved serum free light (FLC) ratio > 100 (involved free light level
99 > 100 me/L)

e > 1 focal lesion lu magnetic resonance imaging (MRI) Tagdlouia > 5 mm

I Ueiasde multiple myeloma A3slAsuN15d9nsIaLiion M protein lagdansia

serum protein electrophoresis, serum immunofixation, Wag serum free light chain
132 mswdsgueuszezeingg

IWUAANY International staging System for Myeloma #31i(5)

1) Stage | fthefifinnzdieluinndo
® Serum albumin > 3.5¢m/dL
® Serum beta-2-microglobulin < 3.5 mg/L
® No high risk cytogenetics
® Normal serum lactate dehydrogenase level
2) Stagell ;ﬁﬂwﬁhjn’hmmsﬁﬁum stage | ag stage Il
3) Stage Ill fheftnunmzdeeludynde
® Serum beta-2 microglobulin > 5.5 mg/L
® High risk cytogenetics [t(4;14), t(14;16), or del(17p)] or elevated serum lactate

dehydrogenase level
v < < a a LV |
1.4. N155nElsANZISILAlaRnv1ITRadedlaun

[ . Y L o & o aa 1 Id
N135n®1 multiple myeloma ladin1swaiunluann Jagduiinissnwndeinduuinsgiulu
X' U798 multiple myeloma Alenisugnateigadduniiladaidon (autologous stem cell

transplantation, ASCT) 31nM13ANWILUU randomized controlled trial wuingUaeiilasun1ssnu



N

v Sa 1

98 ASCT $18n31n13500T30g9ni1§ U7 lasun1s$neeie conventional chemotherapy 8&144

il
vdAny(6) Tnetausdlunissnwee ASCT ffsmaludl

e

1) o1gnimiewiiu 65 U

2) ldwvaussanmuesladonsedu creatinine ludsusny 2 me/dl w3osedu creatinine
clearance 11NNIWMIBNITU 30 mU/mins

3) ldwulsadu(szdu bilirubin TudSun'1n31 35 UM(2.05 me/dl) wiasesu ALT, AST wiind
“wlaliAn 4 wi)

a) liwulsavila Tsndiu Tsm awes vise lsaueniiguuss

5) i performance status 717 (52U ECOG veanin 2)

6) lamulsauzdeuiindun lidnssd ldad shfanddusuunnies, Welifaend. lahdy

15A3M

faudinnssnwsig ASCT asidunissnuunsigiuvedlsa multiple myeloma usififuae
multiple myeloma Tuusswelneifies 1 Tu 3 fanusaddanissnunde ASCT Ia wleainnis
Snwnviadasaung lnsAldinglunisugnaneiwadauiia 1 ﬂ%ﬂ@gjﬁ 700,000 94 1,000,000
U uenndavTiannsadndeainuig ASCT fifteadnddissninfieadniiier viliae
T¥ansuseuguamdrunduaransusefudsauldannsadifsnssnuld dafunsdnuiied
foguszasAlieUszifiuauduavesnsinuimenisugnanswadauriiafisuiunsliieiad
rtialugtiag multiple myeloma Tuuiunvasssimalne nansAnwiaziilulflunmsfiasanidio
UsTINsSnwsensugnanewadminilaluyadnsusslevivemanyseiuavnnaiun

1.5. miUgnanewasdunliadiniden (Stem Cell Transplantation)

nsUgnanewadsuniidadaidon wie n1sugnatglunszgn \Wunisshwidaelaenisi

wadaunuladglusisneUienismasadens wWeliwadduiideasiueadidaibenuas

piiauiuvdlawngUle()

U

1.5.1 Types of Stem Cell Transplants(8)

1 & Y o a 1 Y < [ =y
msﬂqﬂmm%amumLuﬂmmimwﬂmﬂu 2 Uszmwaﬂq A

1) Autologous Stem Cell Transplantation (ASCT) A® m'i‘UQﬂa'WEJL%aa‘ﬁ'uﬁ%ﬁmiﬂﬂ%}
L YARYOINULDY

2) Allogeneic Stem Cell Transplantation (allo-SCT) Az n1sUgnanewadauniinlaely
wadvesduiifiiieio (Human Luekocyte Antigen; HLA) infuldiugitag Tnglonad
fitfea 1 ﬂu%:ﬁLﬁf@LﬁaL%ﬁUﬁﬂwlﬁmﬁu 1w ¢ wimnldlefidedenaiasiiiode
Wriuladiites 1 Tu 50,000 89 1 Tu 100,000 AU (AUALLNNETILN)



152  wnasfinnvesgadduindadaladin@)
1) lunszgn
2) 1@9n
3) A0ANAYALADNITALIALAN
1.5.3 %”'umaun'lsﬂgndwwaéﬁuﬁﬂLﬁm(@)

1) Induction therapy

Msnwineun1sUgnaneisadduiiia (Induction therapy) tunissnuioandiuiy
waauzsdbudeanselunszgn Aenslien 2-6 cycles treatment uazyiin1suszlun1snouaues
somsdnwesiths mMninisnouaueswaussydu VGPR ulvasannsngninewadfuiidadely
1¢ &4 induction therapy ﬁiﬁuﬂﬁ]ﬁ;ﬁ’uﬁm

® Bortezomib-based regimen 19w bortezomib FaLi 87, bortezomib/dexamethasone,
bortezomib/doxorubicin/dexamethasone (PAD), bortezomib/thalidomide/dexamethasone

® |MiDs (Immunomodulatory drugs)-based regimen 1@ A" thalidomide/dexamethasone,
lenalidomide/dexamethasone

® Steroid-based regimen 1@ kn VAD regimen, liposomal doxorubicin/vincristine/

dexamethasone, dexamethasone #3LAg7

Tun1sidenlden induction therapy mwﬁﬂlﬁmmﬂa;m alkylating agents t%u melphalan
\Heannaziinasenisiuwadsuiuiialuswian ialinsidentdsn induction therapy 813tuegiu

UTEaUNITUDIUNNENTAMUTEIBIY FINNT97 1

a . e v
A1319% 1 aguvunenlu regimen ldusey

gnsen YSunauenld

Bortezomib/dexamethasone | Intravenous bortezomib 1.3 mg/m2 ondays 1, 4, 8, and 11
(Level | Grade A) Oral dexamethasone 40mg on days 1-4, 9-12

Reduce dexamethasone to days 1-4 only after first two
cycles

Repeated every 3 weeks for 2-4 cycles as pretransplant

induction therapy

Thalidomide/dexamethasone | Oral thalidomide 100-200mg on days 1-28

(Level | Grade B) Oral dexamethasone 40mg on days 1, 8, 15, and 22, every
28 days

Repeated every 4 weeks for four cycles as pretransplant

induction therapy; or continued for up to 1 year if used as

primary therapy




gnsen Ysuaueinld

Higsh dose dexamethasone Dexamethasone 40 mg/d of D1-4"

(Level | GradeQ)

VAD Vincristine 0.4 mg/d continuous IV infusion D1-4
(Level | Grade D) Doxorubicin 9 mg/m?/d continuous IV infusion D 1-4

Dexamethasone 40 mg/d of D1-4, 9-12, 17-20 odd cycles

and 40 me/d for 4 days on even cycles

Bortezomib/thalidomide/ Intravenous bortezomib 1.3 mg/m2 ondays 1, 4,8, and 11

dexamethasone Oral thalidomide 200 mg, days 1-21

(Level | Grade Q) Dexamethasone 20mg on the day of and the day after
bortezomib

Repeated every 3 weeks for three cycles as pretransplant

induction therapy

ad a IS = U v
M8 I5015UTMN581 Dexamethasone vainvateguuuudanunsauiuldlanumnumngan
furUaguarAUtuyUesaran 1Ty

2) Stem cell mobilization

manszsuadasuiila (Stem cell mobilization) 1unisliansnszduiiainy3unanead

sufnlaungUle lneanusnuiuweuiuazass WWuan 4-5 Ju neuvinnsiiulwaddusiie

3) Stem cell collection

& fY o a . < 1% = = v
msuadauiiila (Stem cell collection) asnsaiuldainiien vielunsegnuesgiae
Tnensiiuadgauiniinnnden sgldnsiuandudendt wiesdloAnuwenwadauininll wasih
doandudsianmedUie dmsumsiiuwadduiuianlanszgn agldisnsindauasiivieadsu

ALANUIIUNTEANLTINT Y

4) Preparation for storage and Cryopreservation

< sY o a < . . 2 o % I
ANILNULYRARNUNILUAN %m‘ulﬁuqa infusion bags LLAZLNUINWINIYAITHLYY

5) Stem Cell Transplants

A Uneazldsusalivdnvuingamientsanesedidievianslunsegniiunssivadueiss

nandAuiy wazdesdunisuiasiwadsuindal §Ulvarlasuwadduniianivasniiennd
o a d‘l ¥

A
& Y § @ = 1 ¢ o (% 6
aauniiintazasrswadidagenlng LLVIUL‘Uﬁ@V]QﬂVHﬁWEJWﬂUiSEJ%L’J@'] 2-4 @Ua N

Faa



3% o

1.5.4  wadrafgsRnmsugnieaaauniiin

naladninewuanadnaufesndu 3 Uszan(il) Town
1) wat19Agadeunau (Acute complication)

AonaT9ABTIAAluYE YNNI TTNYIAUD ST 3 Whaundasnen laun aauld odeu
1099115 Nodldy 89undy n1zdn Azialien1e Lty Yeauiunaznisintdslunssualalin
(Miziwgine/nneinidolunszuaion) Aedenasn KU LazsnneUiasiwadauiiile

(Graft rejection)
2) wathadesiadeundy (Subacute complication)

ANATIMASINLANTUYI 3 LADUDY 6 LHAUNAINITINE takA ANMEAUSNLAUINNTIADALEDN
A1 (Veno occlusive disease; VOD) n13ztwaa aunialuia1usianien Uie (Graft versus host
disease; GVHD)

3) Wad19LABesesY/NadnaABeszeze12 (Chronic/Delayed complication)

A v = o a & i A = v Ay o v o v

AanadAssiindulusseziauiund 6 weouduly laun gddududiuniulsadi se
nszan Wundu Jaannzdudensess (Hemorrhagic cystitis) nazAuniidaluisiusieniegUie
wariloniainlsauisawiindug uinnituaranaluuszanasesas 10-15 veUiefiddinAus 10

Yauly

it Urgonaiinadrufsamadiuialaniintuduszesg aaendia laun 910138 nda
IEETHGEY
1.6. InguszasAvaInIsine

1) e incremental cost effectiveness ratio ¥asMssnwensUgnarewadauiiin
WiguiumsliguaiivdalugUle multiple myeloma
2) ieUseiliunisyesuUseunn budget impact analysis Tun15uT39N1TiN®INIENITUAN

dewadauilinlugeansuselevivemanyseiuguaindiunii



2.1 UuuunsAnEn

nsfnuiifunisussdiuanuduamenisunmdlnevinisiesesidunuessausslevd
(cost-utility analysis; CUA) 4930155 ne1A 18 autologous stem cell transplantation (ASCT)
Wisulsuiun1ssnwsag conventional chemotherapy luUaglsauzidslunszgnsteluaily
Uszinalned ongiesnin 65 U laslduuudianamaiasugaans (model-based economic
evaluation) wazltwadnsniandin (clinical outcome) FsldunaingUaeiidnsunisdnulu 6
Tsaweruna dartolud sws19dd swswnsud swwiasnsal sw.atueiund swreuuiy uay s,

a 1
P RERLIEIRRLEY

= dy ¥ a v a 1y a ISBd o [
ns@nuilduuimeassiiugdaindiienisusaiumalulagauguaind miuusemelng

aUUN 1 wazauud 2 (12, 13)
2.2 Yszvmsnguilvang
Uszmnsnguidmunglunisfinulinauantfdaselud

1) felsaussdlunszgnanelni aumsidedelagldinae interational Myeloma
Working Group criteria (14) 81gtieeni1 65 U

2) liinvaussanmuasladen (serum creatinine > 2 mg/dL %38 eGFR < 30 ml/kg/min)
NIDAUUANTDY (AST/ALT < 4 Winvesa1unf)

3) {1 performance status firlaed ECOG < 2

4) Wnelasunssnwaae ASCT wazlasunissnwme ASCT iWunmadenusn

5 Wglesunssnwsag ASCT ualisunissnwisie conventional chemotherapy tHu
NGRRIN

2.3 walulagninnisuseiiusazmalulagnigiuseuiiau

1) weluladfivinisuszdu (ntervention) Taua ASCT

2) wialuladgnldiuIouiiou (comparator) 16k conventional chemotherapy
2.4 HAAWSNGUAIN

Touszansualuguuuudnuiudguanig (quality adjusted life years, QALYs) HignsAuio

e
=De

Uaunnie = 9ulAn (life-years) x Aressauselevd (utility)



2.5 yuNe9vaIN1sAne
AasrnunuessaUselevinelayanesuasdinu (societal perspective)

2.6 NFULIAN

AMuANTaUNaIlUNITIATIERAUN UETTAUTEleYUATAUAGUYINININADATINUDIN U
(lifetime)

2.7 ans1Usuan

¥
=2 a o

Weaannnseuanlunsieseisuuessalselevilissuziaaiuinndl 1 U n1sfinwiilvia

A

msusuAmewiunuuaznasnsiintuluewarliduyardegiu lnelddnsanviiuiosas 3 sel

2.8 UUINaDY

KUUINABY Markov gﬂﬁ%’wLﬁaé’wamamumiaismf] fanansantulumssnulsausible
nszgn Wevdunulazkadnsnasndnvosihefifionyade 53 U (ielvaenndesiudoyaiiielu
TW.S1VIN IWIWITUR IWAWIINTA TH.ATUATUNT TNVBULAY wae TW.amT1vdedln) lnedl
ﬂmu?j‘umwﬁﬂgﬂﬁ 1 Usenausig Treatment-free interval, 1% relapse, ond relapse, wag Death Tu
wuusaesiiftheyneazgninaedlilinsinmudaudldsunsinuaunssiadeiinuieionygean
100 U lefheldsunmsdnuiluduil 1 (1% line treatment) udragidndaniug treatment-free sl
fiheilonasgluaniuzauamibuniednelusaniugguammanduaidudn (relapse) vioudoTin

Ineimualilanianazidsuilasaniugguan fis v 9 2 wau (2-months model cycle)

Treatment- First Second
free Interval Relapse Relapse

JUN 1 wuudiaes Markov sdraesaauzavnimveaiisussdlunsegn



2.8.1 auuAguluwuudnass

1) fiheiidedinanlsausdslunsegnagdesllegluaniuzquam 2" relapse noulaue
ot slsAnugUaed ogluaniuzanin Treatment-free interval uaz 1% relapse Tu
wuuiaesazideTinanamgduitlifetesiulsauziSdlunsygn

2) n3dilin1ssnuie li1 g U89215u font line #28 ASCT i conventional
chemotherapy ﬁmmzl@’f%’uma%’nm%ﬁwqmm&haq Tudndufvinfuss 2 1
397 2) ifteanaugiBesfionainduain 2™ wag 3¢ line treatments tnsdnday
FBmssnwlauinsnumunsaiiougUielsaunsslunszgnlud w.e. 2555-2558 Tu
IN.S1YTD IN.FWNTUR SNWIAINTAL TN.ATUATUNT TW.UBULAU LAY TN.UWIIIY

KISNIRTEY

A15099 2 Seeazvesgnseiilddmsunssnutienindunndue

Regimens Relapsed/Refractory Multiple Myeloma
Second-line treatment Third-line treatment
ASCT 15% 7%
Targeted therapy 39% 46%
Conventional chemotherapy 46% 47%
EietY 100% 100%

2.9 AU g luwuulag
2.9.1 dayaszuiningd
1) UszanSnamn1ssnen

ﬂ’]iﬁﬂ‘tﬁ’]‘l‘fﬁ/ﬂNaﬁwﬂuzﬂﬂadﬂ’]ﬂﬁ@L%G!ﬂ’]iiljﬁi@lﬂa’l (time to event) l¢iA time to relapse
wag overall survival ﬁﬁagawaa"’w{mﬁﬂ #1728 ASCT #38 conventional chemotherapy Tu
miﬁﬂmﬁlﬁmmﬂmwumuummﬁau;ﬁﬂ’ssiiﬂmﬁﬂﬁumz@ﬂlu’ﬂ W.A. 2555-2558 Tu sw.51978
sWLBUR sw.nansal sweduaTund swaeuuiu uay swamsudedl fduauidu 367

318

argsunmdly su. Wmunsdudinismsnunungssidousagyinnistuiindeyaadluiuy

AnaanukanslunianuIn ¥ lnedayanviin1sduin lawn deyaniluvesdUls (1g e uazlsa



Uszadn) Tunlasun1sitdads 3501550181 NaN1SAaUANDINITSNEY NMINAULNTUTT Lazn1sideTIn
Wuduy

2) anshinNeUseasd

£%

AAeTu Toun thrombocytopenia, neutropenia sy
(

nsAnwilFmdentadiafosdify
U

anemia IANTULIITEAU 3 Uag 4 Wiy (15, 16) Insuanineazdendiansnd 3

AN5199 3 3PaTYRINISAADTINTS LU EEIAINEN

9 nThiNeUszaeA Targeted therapy | Conventional chemotherapy
Thrombocytopenia 36% 28%
Neutropenia 15% 24%
Anemia 11% 8%

vewn: ftevilnuilenmaianatradeddinnnimilienisuazannsoifnduldnnnimings
' < = Y o
2.9.2  anuihaztulunisidsuaaiuzguain laun

1 IS [ [ % v =
1) anudrazdulunisnavulugi (relapse) launannIsNUMEITsanssuvseideu
Tu 6 Tsang1u1a wagviin153LAII8Y progression-free survival (JUN 2 wazgui 3)

MMM waiiemArNiasiuresnisndundudi w aieie ne

Kaplan-Meier survival estimate

1.00
!

0.75
!

0.50
|

0.25
!

0.00
!

0 20 40 60
analysis time

g‘dﬁ 2 progression free survival for 1% relapse
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1.00

0.75

0.50

0.25

0.00

Kaplan-Meier survival estimate

analysis time

gﬂﬁ 3 Progression free to 2" relapse

2) anuazlulunsidedInanarazlsagnanu/msnavundugiased 2 launannis
NMUMUITTUNTINNYIEdou Tu 6 lsmeuna uagyiinsins1en overall survival (U7

& [ o A | 1 [ a aa |
4) MNUUNINITATUIULNDIIANANUUIALLUUVDILFTIN 2 LIRTFNE

11



Kaplan-Meier survival estimate

=)

:)_ -

-

o

N~ |

S

o

0 =

=

Lo

N -

S

=)

=] -

o T T T T

0 10 20 30
analysis time
= 1 < aa [ v 3 & A
5UN 4 anuiasiluvenissendianasainnisnauiludnaisin 2
3) anuasdulunisidediInananundug nsdedinneannduildlelsausssly
nsgan LWu131ngnIInIsdedinveslsey1nsnaludnuunnungues Aen1ANEIn 9
ntiuyhmsananiiomanuiasduveadedin a aiene
293 funu

nsAnwildyuvemadenuuaziiasgaunulud we. 2559 dmsuduyulusuianvzgn
Usvanliduyaaddagdulaglddnsuivan Sevas 3 sel mualevsudiunaluladuasulouie

Augunmveslsemnelve duvunldlsenaunie
1) AununeaseingafunIsuwng (direct medical cost) Usenausieg 3 diu fe

o GuYUYRY ASCT AINAINAWNU 2 dau Lakn 1) n1sshwineunisugnangigade
Aila (induction regimen) a8 o 496,000 U (mﬁwa‘ﬁ 4) uay 2) m'iﬂqﬂm'w
wadRuiLdakarNIIRANaIRINUaNaneadvindy 800,000 UM LAN1INLLA
NNNTIYMIEANUINTVIETIN NN UTEAUAVA I NUTIYRA (aUav.) (17) n5eld
mM3snwensugnatewaasuinidadalainseas 800,000 U Usznausien
Avinugnanglansegn Aenagdduiu wnivide $dsnw Aerinuilsainde/

ansunsndeuluszninanisquag e saudsinAnnuguagieiluszesiia 1 U
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fusaufinisdminediaseenainlsmenuia wae sisll fuyusieviiag (unit cost)
YY1 cyclophosphamide, dexamethasone, vincristine, adriamycin, melphalan,
prednisolone, bortezomib wag thalidomide la131nToya351A1971989 Audvoya
YIIAITANUIVA U NTENTIA15150a Y (18) funueiluna u conventional
chemotherapy wasmudndunisldendndu 30,900 vvsenssa (319 5) du

Fumuglungs targeted chemotherapy AnLdiu 928,500 uwsenesa (3197 6)

M13199 4 dununsinwineun1sugnaneadsuinia (induction regimen)

Regimens Cost Proportion Average cost
Bortezomib-based 543,409.23 90%
Thalidomide-based 131,968.64 2.5%
High-dose cyclophosphamide 1,869.77 2.5% 496,057.56
VAD 80,760.32 2.5%
DCEP 64,971.32 2.5%
A15197 5 é]’uﬂquaﬂuﬂejm conventional chemotherapy
Regimens Cost per Proportion Average cost
treatment course
Cydex 1,727.77 28%
VAD 121,140.48 25%
30,906.63
MP 183.73 36%
Dexamethasone 650.88 11%
A15197 6 Auuenlungy targeted therapy
Regimens Cost per Proportion Average cost
treatment course
Bortezomib-based 1,087,360.87 7%
928,525.83
Thalidomide-based 396,773.76 23%

13




o AuNUlUNIINTIININWBIUJURNT (laboratory test cost) Usenaunlganununs
as1anlafinine) wazdununisasindndisdnszan lasldunainnisnuniu
svaunssuludsena (9, 19)

o AUNUNITINWIUALNITUIMITTANISNIANITAAMANITaIlWNaUseasA (costs of
managing adverse events (AEs) ié’%agamﬂmié’mmaiuwméﬁﬁwmﬁ%’nm

=

2) Aununensanlitnganun1sunng (direct non-medical cost) lawn AnfiunwnTy
M3 Adin A1e1vns Ardsdguadthe/Aguasgslidunnins wandluansed 7
FalguinisdunrvaldUisuazgraty sw.51938 sWSSUR sw.awansal sn.es

YASUNS SN.VDULAUY WAL SN.UMS1Tealya 371U 152 AU

o dunuludiuvesUreiiinisnaunndugruazdasl@su 2nd 3o 3rd line
treatments AUINIINAAAIUITN1TINYINIY ASCT, targeted therapy uay
conventional chemotherapy 9MnUUUNIAIALAEE

2.9.4 @A1essauselavd

¥ 1

Toyarassaustlevivesiluaniugavnindieg (m151e9 7) lannsdunivelidae Tu

IN.51YID TW.FWIFUR TW.QWIAINTAT IN.ATUATUNS TH.UBULAY ez SHamBdedind uau
152 au lnglumsaeila EQ-5D-5L (A1AKNUIN A)

A5199 7 Ak UsAbrlukuuINand

Parameter Distribution Mean SE Reference

Direct medical cost (per course)

Funwlknng way

ASCT-Induction regimen Fixed 496,057 (18)
ASCT-Transplantation and follow-up Fixed 800,000 a7
Conventional chemotherapy (6 cycles per

course) Fixed 30,907 18)

Targeted therapy (8-12 cycles per course) Fixed 928,526 (18)

Lab test cost (per time) Fixed 6,606 9, 19)

Direct non-medical cost (per 2 months) dunualfUieuazyi
ASCT Gamma 8,638 1,956

Conventional chemotherapy Gamma 5,270 1,133

Targeted therapy Gamma 6,799 1,888

AEs management cost dunwaluwng
Thombocytopenia Fixed 52,000

14



Neupenia Fixed 15,000

Anemia Fixed 30,000

Utility dunwalifUae
Treatment-free interval Beta 0.867 | 0.012

Relapse Beta 0.780 | 0.062

210  nsiaTeideya

2.10.1 MFAATIAUUUITEEVSHaEULINY

W BLUSHULTT B UA U ULATHAS WENINFVAINTBINITINYT AENILEBNAIY LAzl

AMUIUNITRTIEIUA UNUUTEANSHad U Y (incremental cost-effectiveness ratio, ICER) 1

AuIlaNgns

Costs of intervention — Costs of comparator

ICER =
QALYs of intervention — QALYs of comparator

Ingldiwaumnuduawiniy 160,000 vmsslguanigiiiudu (20)

2.10.2 n1saasiziauliniusuvasnnUsnldluwuuaiasy

(1)

(2

(3

n1531A51R ANl LU UBURI83S one-way sensitivity analysis 3L {un1SAUAI
wsitalaftazda wazdmuslviadulsdug Tuwuudaesdiaiaei dmiuiuusduyu
mnssilalimansunnduasdoyaossausslovd rsmstuusmfudsiszduay
\Fesiuiisouay 95 (95% confidence interval) daudumunssnwldtisnsiiusiuusi +

10% wenanil ¥nsnaaeunsldyuuessguia waza1Usuan 0% uaz 6% F99evinly

v
Y

1w | aa a 1 { b3 a a L] o
NIIUIFLUsURaEAtdNInNaneaa1 ICER undsaiiadla n1siesigrtazdiauonaly

3Uv83 tornado diagram

N1521A51291AU1A283T probabilistic sensitivity analysis l1nan15¥11 monte carlo
simulation §1W2u 1,000 A%3 Fedunisquardudsiamualusuudiassiunsous fu
AUANULUTUTINLAENITHINLAIRITRYA kA nswanwasumldlunsdindeyaiivne

= |

0g38win9 0 B9 1 waznisuanuasunsuinldlunsdifideyaivasegszning 0 fa o lag
‘Lf?Lauamami’?miwﬁiuzﬂﬁuaq cost-effectiveness acceptability curves La@n
anuduiusszninlonaninaluladiruduruazinausinuduan o 9aien

N1331A318% M9 AT (threshold analysis) lunsal i nan137iAs 1z Ay
ossnusglominuin ASCT Liifmnududrluviunvesdsemalng agsimsiinseiile
M3IANYRI ASCT I1msanasivdeivinlaTeagsiilyt ICER fawvinduinamianudueni

160,000 v wsalguniie
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2.11  AISNUNIUITIUNSTUNISANWITINEIDDY

INNINUNIUITINNTTURE IR TUTEUUTRINIsAn¥INIsUseiuauduAIvaInIsUandiy
wadsuilinlngldigaduanuies (Autologous stem cell transplant: ASCT) luUsussdlunsegn
(Multiple myeloma) duAulugiudeyadiaansiad laun Medline, Embase uag Cochrane A3
AN ﬁumyd‘ﬁy “ (myeloma OR multiple myeloma OR myelomatosis OR Kahler's disease OR MM)
AND (cost-effectiveness OR cost-utility OR cost-benefit OR cost-minimization OR CEA OR CUA
OR CBA OR CMA OR ICER OR incremental cost-effectiveness ratio) AND (ASCT OR autologous
stern cell transplant) ” Tufufl 19 @n1aAn w.a. 2560 NN1SEUAUNUUNARY 031U 84 Aty
MnuihmsUssiiuiedemarundngefiisadodldsiuin 23 atu wasnunuddeiifeadossiuu
5 atfu fransdndonissaunssunandusud 5 Wefinnsandmdenauidesoinasinisiadi way
\newinisdmeen s

2.11.1 neugiaLgn

1) Usziuanuduavesnisugnaneadnuinlinlagldigadvasmuies lguiumaienduy 9
2) Anwlunquithenssilunszgn (Multiple myeloma)
2.11.2 \neudifnaan

1) Bifisenuatuduniwdingy

16



MEDLINE
65

EMBASE
9

Cochrane
10

= awv o a D ° Y I = =
1NNINUNILITIUNTTUTNUITeNA LTI 5 ady [1-5] wudlinswTeuiisy
seninmsinwwuunsiaiividesiudunsugnaewadduniidalagldivadvesnues funs
Snwunsgiulagld melphalan saufiuprednisolone 31uau 4 adu wazieuiunishilasunisugn

| 7 Duplicate records

77 Records after duplicates removed

removed

A

» 54 Records excluded

23 Title and Abstract screened for

relevance

Full-text articles excluded
9 Not economic evaluation
6 Not ASCT intervention

\ 4

v

5 Full-text articles assessed for

eligibility

1 Not specified comparator
1 No English version
1 No Full-text

JUN 5 nan13ARLEENITIUNTTY

fewaaaunLile 911U 1 atu

NsANElUUIENABANE wAUWIA1 karuasg NuIINTShwsenIsUgnatewadauiiie
Tnoldwadvesnuies dauduaud alfisudun1ssnuvininsgIusioe1 melphalan 32y
prednisolone warlutssinaanizowsn nuinssnwmenisugnainewadsuninlagldiwadves
s Simmuduaniloiisuiunsldldsunsugndrewaddudia [2-5] egndlsfnnluvunves
Useimaduiie wuinmsinwisenisugnaneeadduiiialagldivadvosmuies liduanieiisuiu
N155nw111m3551ulaely melphalan 338U prednisolone [1] ﬁqﬁLLﬁazﬂw3ﬁﬂmﬁgmuaaﬂﬂi

AT UardnsINUTuanvesiuulazrad s LN 1Y tnensinuudazatulineaidend

LAASLURITIN 8
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A13197 8 nsUszdiurnuduAvesnsUgnanewassuiialaglfivaduesmuedlugiisussdunsegn

Annual

Annual

Cost-
Included Model Time Cost discount rate | discount | Model health Treatment ;
Country | Study design Comparison ICER effectiveness
study design | horizon | perspective for health rate for state setting
benefits (%) | cost (%) (Threshold)
Prinja S, et India Cost-utility Markov | Lifetime Health 5 5 Markov model® | High-dose Conventional Health system: Not cost-
al. 2017 analysis model system and chemotherapy | chemotherapy effective
) ® Stage | ) ) INR
Societal with with (Threshold
263,440/QALY Threshold= INR
perspective ® Stage ll autologous melphalan and
° . 212,414/QALY)
Stage |l stem cell prednisolone ($4,053/QALY)
® Death from transplantation
MM Societal:
® Death from INR
natural 334,433/QALY
causes
(85,245/QALY)
Shah GL, USA Cost- Survival | Lifetime Payer 3 3 - Autologous Non- $72,852/LY cost-effective
et al. 2015 effectiveness model perspective hematopoietic | transplantation
) (Threshold=
analysis stem Cell
$100,000/LY)
transplantation
Corso A, [taly Cost-utility Survival | Lifetime Public No reported No - Autologous Melphalan and | 45,459.6 €/QALY | cost-effective
et al. 2013 analysis model health reported stem cell Prednisolone
) (Threshold=
service transplant
(retrospective 75,000€/QALY)
cohort)
Kouroukis Canada Cost-utility Survival | Lifetime | Government 5 3 - Chemotherapy | Melphalan and | Canadian cost-effective
CT* 2003 analysis model payer with Prednisolone

18




Annual

Annual

Cost-
Included Model Time Cost discount rate | discount | Model health Treatment ;
Country | Study design Comparison ICER effectiveness
study design | horizon | perspective for health rate for state setting
benefits (%) | cost (%) (Threshold)
autologous $25,710 /LY
stem cell
transplant
Nina G. Norway Cost-utility Survival | 3 years Societal 0 5 - Intensive Conventional NOK cost-effective
2001 analysis model perspective treatment with | treatment with | 249,000/QALY
) (Threshold=
high-dose melphalan and
(prospective ) ($27,000/QALY) $50,000/QALY)
melphalan and | prednisone
population-
Autologous
based study)
blood stem

cell support
(ABSCS)

® This new International Staging System (ISS) was validated in the remaining patients and consists of the following stages: stage |, SBZM less than 3.5 mg/L plus serum albumin >3.5 g/dL

(median survival, 62 months); stage I, neither stage | nor Il (median survival, 44 months); and stage Ill, SBzM >5.5 mg/L (median survival,29 months).
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Ui 3
=
NANISAN®EN

3.1 MUIgINTINI559ATN (Predicted overall survival)

a

SUN

Y

nsganeneade 53 U wuinnissnwimie conventional chemotherapy Wumadenusn (frontline

Y 9

6 wanINan15VIwIEdnIIN1sTeadni lduanuuudtaetlulssinsgisuzis gl

treatment) TugUenquilil predicted median survival Winfiu 4.5 T aauein133nw16e ASCT A
iUIeiignn1ssendniie1iiu laedl predicted median survival ity 7 U

1

Survival
© o o o o © o o
N w ESY [0, o)} ~ o] [Co]

o©
i

o

01 2 3 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Year after receiving 1st line treatment

ASCT  eeeeee Conventional chemotherapy

Gen pop

5U# 6 9nINTT0ATN

3.2 HaNITIATIENENTIEAUNUUTEANSNAZ WY (Incremental cost-effectiveness ratio:
ICER)

AN9T 9 UARIFUNLUATHASNENIEYANAABATHANNT N ILAazYila Deldunainnnsg
$raoamsTinseidunulsyAnBuaciiy 1,000 A wagvhnsusuanfunuuasadnslusuIAnde
gns1Feray 3 sl WUIRUNUARBATINDEYTENINN 2.8-3.5 a1uUm derUae 1 918 N133NWIAIY
ASCT WumaidonusnludUaeuzislunsegniidununasadngeninlinissnwisie conventional
chemotherapy LHuidu 650,000 Unslany waglikadnimsaunwlumbeTauane (QALY) iy
Wy 1.7 U vieAnludnsdiudunuussaninadiuiin (CER) wittu 376,427 vivselaun1igd
iy Wefinsainasiaudurivesssmelned 160,000 vwsdelauansfdintu n1ssnwde
AsCT WiumadonusnlugUaong ui delifaruduad eiisunisinwidae conventional

chemotherapy
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M99 9 AUNULATRATHENEUNINYBINTS N AAZTAIN Probabilistic model

B3It UNUARDATN Ugun1azsau dnTIEAUNY
Uszansuaduia
(ICER) siaUgv
Aziiindy
ASCT 3,451,007 5.84 376,427
Conventional chemotherapy 2,797,627 4.11
dauiia 653,380 1.74

a ¢ Y [y Y < =
MNeWe): 11ANNTIAT iU ukazkadnsludieuslunsegnety 53 U

3.3 Wan15N15ATIziANliLUvuauveIfLUsN T luwuUINE Y

3.3.1

a ¢ 1 [ 'Y ad oy o .
Nan15AT1ZRAN INLLUEUA2875 One-way sensitivity analysis

SUN

Y

'
a

7 wanINan153As1EiANll Lt ueuYB IR ILUSA1835 one-way sensitivity analysis

904n15N13snwIae ASCT Wumadenusnlugiensiselansegn wWisuileuiunslinissnw

38 conventional chemotherapy Wu31 N15¥1NM153kAT I8 bULLLBISTUIRINANSENUINANTENY

Aan1TUAukUaIvedn ICER geiian AauUsiinansenusesasilawn Aununiensandlynig

NSWIMETAURBUAITBLAANYIANUTDNY 95% UagAUUNIATIINISHNNENINTUGeuwlad

WILTUNSDaRaY 10%

Direct
non-
medical

Treatmen
t cost (-

Utility
(95%Cl)

costs

(95%Cl)

10%,
+10%)

Others

Government perspective
Excluding AEs

Discounting (0%,6%)
Progress disease
Progression free
Conventional chemotherapy
ASCT

Conventional chemotherapy

ASCT

-100%

H Based on lower bound input

-50%

0%
%Change in ICER

B Based on upper bound input

JUN 7 wan1sinseianuliuiueuiiagduds
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3.3.2  wan1saaszvauliniueune3s Probabilistic sensitivity analysis

SUT 8 wannan1saaszinnllulueunae3s probabilistic sensitivity analysis Wui1 e

Y

NAUEIAIINANA1160,000 UIMsBUgun1iinau n13snwisag ASCT Wumudenusnlugiieusise
lunsggnliilonaifieuduan egn9lsfinig Anaeiauduen 390,000 mslinissnwidg ASCT

flananazAuA 68% wazinaginuANAIAIS 480,000 v Yuld n1slinissnwisag ASCT 4
lenaiagAum1a 100%

0.9
0.8
0.7
0.6 |
0.5
0.4 1
0.3 1
0.2
0.1
0.0

1.0 E

Prob of being cost-effective

30,000

60,000

90,000
120,000
150,000
180,000
210,000
240,000
270,000
300,000
330,000
360,000
390,000
420,000
450,000
480,000
510,000
540,000
570,000
600,000
630,000
660,000
690,000
720,000
750,000
780,000
810,000
840,000
870,000
900,000

Ceiling threshold

e ASCT Conventional chemotherapy

gﬂﬁ 8 Cost-effectiveness acceptability curve
3.3.3  WANI5IATIZHNTANA (threshold analysis)

IINMTAATIRRTRYANUIINTIANTSNwIRIY ASCT L“f]uwm,ﬁaﬂLLiﬂluﬁﬂwmzL%@lmmz@ﬂ

v [ 1

FalaununsinyIenesaegn 1,302,664 U dudaliiinuaua s tnauadagdun 160,000 um

oy | < 1Y ¥ a ¥ ! A v o | & | a
maﬂajumaz a819l5A MU N1sSN®IRI8 ASCT %ummqummamuvlumiiﬂw’maﬂaialmﬂu
908,504 U
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unil 4
anUs18NanN1SANE

NNANITANBINUTT N155nweae ASCT WumadenusntugUieuzisslainuiviaded
Tasndaoiiingnsnissondn wastfindguanzegniidvddgdeiouiunslinisinwise
conventional chemotherapy Wi N153N¥1A 18 ASCT TA UNUAGBATNFINTINITI NYIA 38
conventional chemotherapy IngnuindnsauiuyuUszavsuadiuiinmiity 376,427 vmdedl
aunmeiidintu fafunsinude ASCT Wumadonusnlufihenziivlafinviadedlan a8
lifieudualuuiunvesUssmalne Weifsuiunslinisinuse conventional chemotherapy

SamdudunuuszAvsaaduivvesnsfinuiliaulndifssfusnsdndunul sy ansug
AUl HUeIUTENAS ULA 87 WU ICER ¥89n155nwIA 28 ASCT L BuAy conventional
chemotherapy 1A 1131y 5,245 U.S. dollars o d gun1ed 1 ud u wiowindy 175112
Um/QALY(21) Lwimﬂmiﬁﬂmﬁﬁﬂuﬂizmmw%’gam%m WALUIA LLazﬂingﬂuaMﬂwqusU%a
Wuusemeanaiuiwal wuan ICER 98 3¥11414 700,000 19 2,429,444 UIM/QALY(22-25) IR ATORTh
ICER wp9nsfinuiuagnisdnuainussmaduisdeudsiidoiisufunisfinuives Shah et
al(25) waz Corso et al(22) Felen ICER 0l 2,429,444 waz 1,788,925 UW/QALY AEIRY a1t
fifn ICER vasaosnsfnuigaunnunazanindununisinuves ASCT Sangannideifteufuduny
N133n¥189 conventional chemotherapy lagAunuN13IN®IAIY ASCT 391AN13ANYIVOY Shah
uaz Corso dAwi1iy 9,991,080 U way 4,027,846 U lusaizidununs3nwse conventional

chemotherapy a&qj‘ﬁl 6,670,333 U kAT 937,292U19161Ua10U

uBNINLSINUT1 median survival time vosUaeldsunssnuiae ASCT vasnsinunil
Aoutnagedewiiiy 7 U ileiisudiu median survival time 183¢U2831nn15@N1Y03 Shah Waz
Corso Ing median survival time ¥83n13@NW1984 Shah waz Corso agjj"ﬁ' 4.8 wag 5.4 Unuanu
1T median survival time ¥83U28Tun13Anw1v89 Shah Aoudeiidaifisuiu median
survival time vosglrBanmsAnudy Fairesdiannmnandnuuzresitninisevesnisdne
994 Shah AuanAaNMsAnwEY Tagns@nyives Shah SingUszasdiasAnwrudua1veanis
$nwdae ASCT TufthsuzSadadenvnuinifeslauniiflengunnn 65 3§ fafueigiaisvesdie
Tunmsinwiifedeudrsuniledsuiumsfinundug 919asvils median survival time vasiaely
sRnuiduniinisinuna wasdswalill ICER Aoutieas uenaniimsinwinounisugnanewad
ﬁuﬁwLﬁmﬁuaqé}’ﬂaaiuﬂﬁiﬁﬂmﬁﬂizmm 90% Ju targeted therapy 1@ Bortezomib-based uag
Thalidomide-based Tuwnizin13@nw1ues Kouroukis et(24) uay Nina et al(23) M15§nwInaunns
Ugnaewadauinilnvesilrgluns@nuife vincristine, adriamycin wag dexamethasone (VAD)

= v = (% 1 1 & v o a o v .
Fan15lven targeted therapy tun1sfnwineunisUgnaiewadauniiine1aazyinlyi median
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survival voe5Uhelun1sfnwiilennit median survival veansdinwniild VAD WWun1sshwineunis
Ugneneigadauniia

MnmsEnnTiussiiui msinvuieuimuadunisinumanudusvesnsdnuiae
ASCT Tugtheuzsadelafinvmeiededlaniifongdesni 65 1 Svogiitiosnin 65 Viludovsd
yadenmsinweag ASCT umadonusn Siflean1s@nwives Shah et al Afuns@nwiaia
Audwasnssnwdeg ASCT TudtheuSadalafnunviediedlauiifenguinnit 65 U aziuléi
A1 ICER 91nM5@nw198e Shah firgsfianidleifivuiua ICER vesnisAnwduiidnuilugtaeiiens
$a8n31 65 URaUsrued 2,429,444 mmiaﬂqsumwﬁl,ﬁm%u fatunsdennissnudie ASCT 1
madonusnlugithouzisadialaiinvnulindeslamnfifiorgannndt 65 U iaghiinnuduailuuion
voUsuinelny

faudf ICER vpamsfiniluagnmsfinuvesussmedudisrsaoudwidodousunsfin
AVIUANAIYEINTTSNWIAE ASCT Tuusemainuiudy uinuinnissnwe ASCT ludUisuziadn
Foavnviingeslauniisuiunissnudae conventional chemotherapy glsifinudueniily
UiunveslsemalveuazUssmadulfe 1osninasinnudurivesmsnsmsinuilulszimelne
oeffl 160,000 Unselgunmsiiiuty  wasinuvinTwduAwesUsEmABUABeYT 108,459 Ui
Yguameifindu

nsfnuiiidefifedeyansseninuesfiaglduanninivieyadinean 6 anduiegly
AMANa1e MamtlsuazniangiuesnideunievesUsemalnelagnianaisde Tsane1u1asuisud
lsameg1u1a5193n Mawmilefslsaneruiaumssuaslisdduid nanziusenideuniafelsaneg1ua
rsupsunsuarlsmenuagudveuuiy lvthelumsinuniinsdudunuresfiisuniade
Tafnvviadedlonlulssmalneldd venaninmsAnuidldinsfnelufiheusdadindons
yipdfodlaulunsfnunidsiuu 280 au Fadusiuiumuedegilmydedoutusiuudiae
mnnsniiiuan msfnwildyuemeiudsaalneinnfudununesadillidunisunmg
(direct non-medical cost) wasiudayanunndinvestiededlannanaadunisunnd 6 aa1du
Tudsemelne Gerazasviournundusimesiunummsaildlydunisunme uaznunmdinves

AUreusisadelafinunvindedlaululssmalngldd

1%

aglsimunisfnendiidediinfe duyunmswiunIsumdvasnssnwsiig ASCT uay
conventional chemotherapy LazAISAEIN1ITUNTATOURE 193’mmammLﬁuéuaapgl,%mmﬁy %
LleAvanandeyasisvesUne vilvdeyaid sadudunumismssdunisunndoraaziiaan
amaedeulUnamduaild

Tnvasunan1sAnwdnuduyulszaninadiuiiuvesnisdnwisig ASCT iuniadenusn

WeuAun1s$n®INIe conventional chemotherapy 8871 376,427 UsaUauAIEIINTY ety
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mM3snee ASCT Wumadenusnlugieusisadalainunviaiedlannddifinnudualuuiun
YoUsunalvenilinaeinuAuAegf 160,000 vmsedaun1isiiady
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Data record form for direct medical cost

Patient’s name:

Hospital number:

Date of record: /

Admission data
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Follow-up data
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Participanti:| | | | | 1 I I 1 1111}

Name:

EE of Multiple Myeloma:
Enrollment Form

Hospital number
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Enroliment form [ Participantio:[ [ T T T T T T T T T TT]

EE of Multiple Myeloma

Part I: Demographic data

1. Date of birth | | |/| | |/| | || I |

dd / mm / vyyyy

2. Date of record data | I |/| I |/| I || I |
dd_/ mm / yyyy
3. Place of care [1] sw.swnBuR [2] sw.arnaansal [3] sw.s13D
[4] w.AFupsuns [5] sw.Auduauuriu [6] sw.uvmsrunsdeaslud
4. Sex [1] Male [2] Female

5. Height I:l:l:' ) |:| cm

6. Weight I:I:I:‘ |:| kg

7. Occupation [1] wilnennissm [2] #sans
[3] s [4] fma
[5] wnemsns [6] hiZau/vhEnm
[ 7] ladlasinau [ 8] Student
[9] &uq

8. Health reimbursement [1] dsranns [2] dsziudsan
[3] deziugaandoundi [4] anenms
[5] #u

Part Il: Clinical presentation

9. Date of diagnosis (T T VT ]

dd / mm / yyyy

10. Clinical presentation at diagnosis [1] Yes [2] No [9] No Data
10.1 Multiple myeloma

1]1Y 2] N 9] No Dat

10.2 Light chain disease [1] Yes [2] No [9] No Data

10.3 Plasmacytoma of bone [1] Yes [2] No [9] No Data

10.4 Extramedullary [1] Yes [2] No [9] No Data

plasmacytoma

10.5 Plasma cell leukemia [1] Yes [2] No [9] No Data
11. IMWG Staging at initial diagnosis [171 (211 [3]1 M
12. Performance status ECOG [1]0 [2]1 [3]2
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Enroliment form Participanti:| | | | | | [ I 1 [ J 1]

413 [5] 4
13. Amyloidosis [1] Yes [2] No
14. Pathological fracture [1] Yes [2] No
15. Bone lytic lesions [1] Yes [2] No

Part Ill: Laboratories prior treatment

16. Serum B2M I:l:' ) I:' me/L

17. Serum albumin l:l:' . l:l g/dL

18. Hemoglobin D:' . |:| g/dL

19. Serum calcium D:' D mg/dL

20. Types of immunoglobulin [1] 1gG [2] IgA
[3] IgM [4] Non-secretary
21. Types of light chain [1] Kappa [2] Lamda

[ 3] Non-secretary

22. Serum creatinine D:' D mg/ml

Part VI: Treatment information

1. Date of treatment initiation | I I/l I I/l I || I |
dd / mm / yyyy

2 Line of treatment [1] Conventional chemotherapy
[1.1] MP
[1.2] Cydex
[1.3] VAD
[1.4] High dose dexamethasone

[1.5] Others

[2] Targeted therapy (#asléen targeted therapy =2 cycles)

[2.1] Thalidomide based regimens,
SPECIFIEA. .
No. of cycles......cceeveiiiieicciieeeen,

[2.2] Lenalidomide based regimens

SPECIFIEA ..
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Enrollment form

ParticipantID:l I I I I I I

No. of cycles................

[2.3] Bortezomib based regimens

SPECIHIEA it e e e

No. of cycles........cceeeunneen.

[2.4] Others

[3] Autologous stem cell transplantation
[3.1] Conventional + ASCT
[3.2] Targeted + ASCT

3. For patients receiving targeted
therapy,
how could patients access to the

above medication?

[1] Donation/clinical trials
[2] Self payment

[3] Health care coverage

4. For patients receiving ASCT, what is
the date of ASCT (DayO0)

LIV T W]

dd / mm / vyyyy

5. Bisphosphonate use

[1] Yes [2] No

6. If yes, please specify

[ 1] Pamidronate [ 2] Zoledronate
[ 3] Alendronate
[4] Others:

Part VII: Treatment outcome

First evaluation

7. Date of best response

LIV T W]

dd / mm / yyyy

8. Types of response

[ 1] Complete Response (CR)

[ 2 ] Very Good Partial Response (VGPR)
[ 3 ] Partial Response (PR)

[ 4 ] Stable Disease (SD)

[ 5] Progressive Disease (PD)

9. Whether they had disease relapse

or progression later?

[1] Yes [2] No

10. If yes, please specify date of first

disease progression or relapse

HN/EN/ NN
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Enroliment form Participanti:| | | | | | [ I 1] ][]

dd / mm / vyyyy

[1] Conventional chemotherapy
[1.1] MP
[1.2] Cydex
[1.3] VAD

11. What is the treatment after relapse

(second line therapy)?

[1.4] High dose dexamethasone
[1.5] Others

[2] Targeted therapy (#aslien targeted therapy = 2 cycles)

[2.1] Thalidomide based regimens,
SPECIFIEA. ittt
No. of cycles.....cccevvecviieeiiciieeeen,
[2.2] Lenalidomide based regimens
SPECIfIEd. i
No. of cycles................
[2.3] Bortezomib based regimens
SPECITIEA..cc ittt e
No. of cycles.....................

[2.4] Others

[3] Autologous stem cell transplantation

[3.1] Conventional + ASCT

[3.2] Targeted + ASCT

12. For patients receiving targeted [1] Donation/clinical trials

therapy, [2] Self payment

how could patients access to the [3] Health care coverage

above medication?

13. For patients receiving ASCT, what is | I I/l I I/l I || I |

the date of ASCT (Day0) dd / mm / vyyyy

Second evaluation

14. Date of best response after second

LIV T WTTT]

dd / mm / yyyy

line therapy

15. Types of response [ 1] Complete Response (CR)

[ 2] Very Good Partial Response (VGPR)
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Enroliment form Participanti:| | | | | | [ I 1] ][]

[ 3 ] Partial Response (PR)
[ 4] Stable Disease (SD)

[ 5] Progressive Disease (PD)

16. Whether they had disease relapse [1] Yes [2] No

or progression after second line

therapy?

17. If yes, please specify date of

LIV T W]

dd / mm / vyyyy

disease progression or relapse

after second line therapy

18. What is the treatment after relapse | [1] Conventional chemotherapy
(third line therapy) [1.1] MP

[1.2] Cydex

[1.3] VAD

[1.4] High dose dexamethasone

[1.5] Others

[2] Targeted therapy (#aslien targeted therapy = 2 cycles)

[2.1] Thalidomide based regimens,
SPECIFIEA. ..
No. of cycles.......ceeeeuiiieeeeciieeeen,
[2.2] Lenalidomide based regimens
SPECIFIEA ..
No. of cycles................
[2.3] Bortezomib based regimens
SPECIHIEA.cciii ittt e e e e et
No. of cycles.........cc..........

[2.4] Others

[3] Autologous stem cell transplantation

[3.1] Conventional + ASCT

[3.2] Targeted + ASCT

19. For patients receiving targeted [1] Donation/clinical trials

therapy,
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Enrollment form

ParticipantID:l I I I I I I

how could patients access to the

above medication?

[2] Self payment

[3] Health care coverage

20. For patients receiving ASCT, what is
the date of ASCT (Day0)

LIV T W]

dd / mm / vyyyy

Third evaluation

21. Date of best response after third

line therapy

LIV T W]

dd / mm / vyyyy

22. Types of response

[ 1] Complete Response (CR)

[ 2 ] Very Good Partial Response (VGPR)
[ 3 ] Partial Response (PR)

[ 4] Stable Disease (SD)

[ 5] Progressive Disease (PD)

23. Whether they had disease relapse
or progression later after 3™ line

therapy?

[1] Yes [2] No

24. If yes, please specify date of
disease progression or relapse after

third line therapy

LIV T W]

dd / mm / vyyyy

25. Which is the current status of the

patients

[1] Alive [2] Death
[3] Loss to F/U

26. Please specify date of death or loss

to follow up

LIV T W]

dd / mm / vyyyy
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AMANUIN

ansnsidedinvasuszynsimluinunaunguany

Age Fie12 G CTIT Death rate Prol? of No of dying (year) Prol:z e
Age adjusted for dying year)

87U | 2-month cycle | cycle year (year) All Male Female Male Female

0 <1 0.00176 0.0018 0.011 0.0105 6854 4005 2849 0.0120 0.0090
1 1-4 0.00033 0.0003 0.002 0.0020 6053 3115 2939 0.0020 0.0020
5 5-9 0.00033 0.0003 0.002 0.0020 7788 4006 3782 0.0020 0.0020
10 10-14 0.00033 0.0003 0.002 0.0020 7973 4095 3878 0.0020 0.0020
15 15-19 0.00050 0.0005 0.003 0.0030 13582 6960 6622 0.0030 0.0030
20 20-24 0.00067 0.0007 0.004 0.0040 19203 12141 7062 0.0050 0.0030
25 25-29 0.00100 0.0010 0.006 0.0060 27343 16099 11244 0.0070 0.0050
30 30-34 0.00134 0.0013 0.008 0.0080 39496 22284 17212 0.0090 0.0070
35 35-39 0.00192 0.0019 0.012 0.0115 59897 38918 20979 0.0150 0.0080
40 40-44 0.00283 0.0028 0.017 0.0169 88729 59156 29573 0.0230 0.0110
45 45-49 0.00398 0.0040 0.024 0.0237 123319 82747 40572 0.0330 0.0150
50 50-54 0.00573 0.0057 0.034 0.0339 162523 107303 55220 0.0470 0.0220
55 55-59 0.00835 0.0084 0.050 0.0490 192784 121980 70804 0.0660 0.0340
60 60-64 0.01178 0.0119 0.071 0.0687 209878 134254 75624 0.0950 0.0460
65 65-69 0.01745 0.0176 0.106 0.1002 230337 140226 90111 0.1340 0.0720
70 70-74 0.02659 0.0269 0.162 0.1493 230218 128460 101758 0.1870 0.1190
75 75-79 0.03918 0.0400 0.240 0.2132 252766 128095 124671 0.2540 0.1830
80 80-84 0.06310 0.0652 0.391 0.3237 251054 109869 141185 0.3530 0.3040
85 85-89 0.09504 0.0999 0.599 0.4508 175535 69963 105572 0.4750 0.4360
90 90-94 0.14249 0.1537 0.922 0.6024 83200 30934 52265 0.6100 0.5980
95 95-99 0.20318 0.2271 1.363 0.7441 32418 12370 20048 0.7300 0.7530
100 100+ 0.15352 0.1667 1.0000 1.0000 26167 11501 14666 1.0000 1.0000
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