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d.riddrurdaa

uu'lur{ri'rfiunr:rCI nEir uri1s1 Bortezom iu {ati.rld Mu [tip(e Myetoma
(rJiurJqtn{rd a flruufirflan:uriryfinar.r ?l' rtl 0476.2!x i551 a.riuvri zo 6'ulnu 2s6s)

r. :vuu orlu-fi nr:r0nsirurirur
q9
lfirroourIfinr:tfinsi'taFirut Bortezomib orn:vuu oCpA rioudrnt::-nrsr TqutfranluflrJtula

aflctflfluttY'lvrd rlrJru uasdrtiola:renvrdunnr:Ynurnu}J:Tmnoafidruun (protocot BTZ-MM/AMY)

z. qruaurihto(t6tCI1uy{u1u1a

tfluT:.llluru"radfifrnunrnrirra:-lnr:inurd'ru hematopoietic stem celI transptantation
16otfluI:luururadfirlrvrtitailrvilrcFrr:rd:vqliluria : uovfiunvrrirafllufll{arr16ud,:vriorovirrrqua
u q y J 

t- 
-. 

-; 
.---- 

'-- ri---'
:nuluruu"lttvl:ntauvlo'iaavtfiotrnl:ntmv/ra6onr:inr*', r.urYofinr:rdolriorfulrlnurrradfifr'nuntr

qY u u
z o{n15 tunl:5nr91n?U hematopoietic stem cell transptantation

a. qruaufi6tat unmri{rflrnr:inur
rflurunvrd{r{iurtrrxdl6'Yurari,:fiaaqffiuEo1ofiu-or:ornuflyeran{uartrlafrsrivrur AI

!ffio0"ru:Fl1flflT
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4. mruEinr:tfioder

+. t frocfi ri outt y I rn fi fi n m u rn ruqin r :ifi q duvtsr z,ilo d'r ri otrjd
4.1.1 C[onal bone manow plasma cel[ >1070 u6o biopsy proven bone lesion ra3o extrameduttary

pl.asmacytoma

4,1.2 Myeloma defining events (MDE)HUodr{fiou f {od'.rrio1r.]d

1) yru evidence of end organ damage riotorrToradlrr*'.:riohLil

. serum catcium >11 mg/dluBa >1 mg/dl higherthan upper normal limit
o Serum Cr >2 mg/dl rato Cr clearance <40 mUmin
o Anemia Hb <10 g/dl ra6o >z g/dL betow the Lower normat limit

' one or more osteotytic bone lesions on skeietaL radiography or cr

2) vru biomarkers of ma[ignancy dalrrrior,rij,ro'triohJd

r Ctonal bone marrow ptasma cell' >60%

' Abnormal serum free light chain ratio >100 (involved kappa) or <0,01 (involved

Iambda)

o >1 focal lesions on MRI studies
' 4.2 uuudlhlfiilan15E)5?n conventional cytogenetic to{ deletion 13 *ay F|SH cytogenetic
?Jai gainlq, deletion 17, t(4,14), t(14,16) rioutilnr:Ynrgr

14i0
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5. r.ra'ngrufr fia.rfirfi arJ:cnounlrefi odul:nuasfi qfl .tun.l:inu1

5.1 nr:d'nr.J:vffi n:roir'ln1u fin1:rvr;flrgrarronrir-hs ri'rl4uenuuuradrfl $ayivuLrrJun.r:inu1
!uyrt,qLa!

5.2 nt:n:ro*tug,, tduri CgC, BUN/Cr, etectrolytes, albumin, calcium, serum LDH, and beta-2

microgtobulin

5.3 n15n:'lefirnu tdrrri serum quantitative immunoglobu[in, serum protein e[ectrophoresis,

serum immunofixation, serum free Light chain rdoiflefl-u lLau1n 3 rfiau
5.4 Fil.m bone survey

5.5 Bone marrow aspiration + biopsy, bone marrow immunohistochemistry, and/or flow
cytometry

-lsa6. rnfuglouBinnlS[una181

o.r lu{tlladuflu transpl.ant candidate ifi-[dflr Boriezomib based regimen r{.luarruruu:n Inulfrur

{Fl: Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.t 1un:fitdtriu{,ludr 4 rycles l^ru'jrfinr:fiouauaclrig{rn'jr parrial response (<507o) a-ril.lrct
,J < .'

rJiurrJf,uuasr:ur Tnutvtil Thal.idomide rflu6m:ur Bortezomib + Thalidomide + Dexamethasone (VTD)

uavt#kikirfiu B cycies (riu#.rusinr:1,fi.y.t" fi r tos Bortezomib)
o.t.z n:fidldurliludr 4 cycles ul'itfin'r:sroufi1.to{Lrllu comptete response uto partial,

response uriri.:tilaur:nlir ASCT ki aur:oh1urriold'lilifiu 8 cycles (riu#.:usinrrtfr cycte d t
ta{ Bortezomib) :uui1{ion1:dr ASCT

o.z lu{r-huitlrtflu non transplant candidate lfrorqn: Bortezomib based regimen rfluu11lll'lu$:n
Tnutri'arqn: Bortezomib + Dexamethasone (VD), Bortezomib + Cyctophosphamide + Dexamethasone
(vco) u3o Bortezomib + Metphatan + prednisorone (VMp) tfloihjrfiu B ryctes

o a-h w u

lun:rfifltriurhJudl 4 cycles lru'iTfinr:nolauoo16'airn'jr partiat response (<50o/o) a1il1T6r

tJ:-uutJa'auqaiu'l t?ju qn:u:nrflu VD arui:ntJYrLrfilrflu vcD u5a {nr$5nrflu vco t]iurf,u wo
unv'Hlflrrr*rfiu B rycles (fiuoi?.:ueinr:t1f cycte fi 1 ro.r Bortezomib) uavtriuusrjrnr:ldftatidomide
t{Ju maintenance therapy

o.g ldrfluur#'rusiturud z ;usutil lufrrJrafifinr:na-rdutorl:n rrurnrusi'nr:ifiodrrrorl:n'tuqja 4

lu{trludtrirrruld'or Bortezomib ulrirr" fito inumouauo.rsio Bortezomib trioirn'ir parria[ response

uavfinr:n#udutolT:nradlvrqnurrfiu o rdou Inat#urqn: Bortezomib + Dexamethasone (VD),

Bortezomib + Cyc[ophosphamide + Dexamethasone UCD), Bortezomib + Melphalan + Prednisotone

(vtv4P) v6o Bortezomib + Thalidomide + Dexamethasone (WD) rrav'ldldlrirfiu B cycles

6.+ lilor1fifinr:lfrr{iu consotidation uio maintenance treatment

7. rlulgluluasrruut?a1ta{n1:inu1

u1l1eru1 Bortezomib 1.3 mg/ml/dose iirutu + ur'o 1, 1 cyctet{kil*irfiu B cycles

7.1 Transplant candidate f,nT VCD, VTD, VD'[# repeat cycte yin S - + dilfltd
7.2 Non transplant candidate fiFl: vcD, vD, vrD 1# repeat rycle mn z - 4 dilnt"fr;irlqrr:

tfr repeat cycte vin 5 - 6 a-tJn'ni

VMP



8. uuaurrnr:d:sfiuaranr:inur
a. t'[#fr n r :d:s rfi u ruaua-q16'u rr oufi 4 ua s #uan n r: inur
8.2 Transptant candidate t#fint:il:vntu hematopoietic cetl. transplantation (HCT) * specific

comorbidity index un 2 :outotnr:tfror *av{r-huvrfui partiat remission fih iri'riodrrir autologous
stem cel'I transptantation (ASCT)

9. mrusinr:uqqu1
g.t n:ffi transplant candidate

9.1.1 kisrouauo{sranliinrcr Tnufi progressive disease (n:rfifinr:rfi}ln1:'[d Thatidomide
"[vIn n r : n a u a u o I ra#t n r:t{u r Th a I id o m i de u6,r )

9.1.2 fiornr:fi'rtrJtaratraa'ttdfunr:Ynr*T Trrul:vufiu hematopoietic celI transplantation
(HCT) - specific comorbidity index lrnn'jruEarvirrtr-r +

9.2 n:fi non transplant candidate

s.z.t liloralauotrionr::"nryr lorefi progressive disease
g,2.z1iliyutn:! B rycLer nudritaun

10. Hematopoietic ce[[ transptantation (HCT) - specific comorbidity index

Comorbidity Definitions of comorbidities inctuded in the new HCT-CI HCT-Cl

Arrhythmia Atriat fibritlation or ftutter, sick sinus syndrome, or ventricular

arrhythmias

1

Cardiac Coronary artery disease, congestive heart failure, myocardiaI

infarction, or EF <500/o

1

lnfl.ammatory

boweI disease

Crohn disease or ulcerative cotitis 1

Diabetes Requiring treatment with insulin or oral hypoglycemics but

not diet a[one

1

CerebrovascuIar

disease

Transient ischemic attack or cerebrovascu[ar accident 1

Psychiatric

disturbance

Depression or anxiety requiring psychiatric consult or treatment 1

Hepatic, mild Chronic hepatitis, Bilirubin >ULN to 1,5 x ULN, or AST/ALT

>ULN to 2.5 x ULN

1

Obesity Patients with a body mass irrdex >35 k{*' 1

lnfection Requiring continuation of antimicrobial treatment after day 0 1

RheumatoIogic SLE, RA, polymyositis, mixed CTD, or polymyalgia rheumatica 2

Peptic ulcer Requiring treatment 2

Moderate/severe

renaI

Serum creatinine >2 mg/ dL, on dialysis, or prior renaI

transptantation

2



Comorbidity Definitions of comorbidities inctuded in the new HCT-CI HCT-Ct

Moderate

putmonary

DLCO and/or FEV1 66% - \Qo/o or dyspnea on s[ight activity 2

Prior solid tumor Treated at any time point in the patient's past history, excluding

non metanoma skin cancer

3

Heart valve dis Except mitral valve protapse 3

Severe putmonary DLCO and/or FEV1 </=650/o or dyspnea at rest or requiring

oxyqen

5

Moderate,/severe

hepatic

Liver cirrhosis, Bilirubin >1.5 x ULN, or AST/ALT >2.5 x ULN 3

SOne or more vessel.coronarf artery stenosis requiring medicaI treatment, stent, or bypass

graft.


