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1. 1l:\J\J8'lj1J9ln1·nun\11t11'11!.i1 

l'li'llll!l'ljmimwun~1!.1fi1!.11 Bortezomib ~11m1:uu OCPA nvuvi1m1i'n1'11 Li1lt1L'lilltn1J'l't!.11U111 
• ' •.•1 ' • • • T.1 T .I • ( ) 114'Yll:L Ufl1JU.VfYIV ~ u1!.I 11.111:114'11!J\ill11tllll:L!J!.111ln11101'111111lJLu7 Li11f'l!Jil'Yln1m.Jt>l Protocol BTZ-MM/ AMY 

2. l'IOUllJ,j';i'll84illl11J'l'tfl1\J1il • 
Li'.luh4'1'ftJ1U111v1ii~n!J111'1'f.;1,.,i'uni1i'n1'l1,J1v hematopoietic stem cell transplantation 

• ,i, T .i. ' .j , !'i • • ' .j .j • • '111!1L\I1J L 14'1'1 m'U111'YllJ U. 'l'f'YIVLil'l't11:'Yltl1111lJ'YI ';~ L 1 L1J'!iil 3 ll.lll:lJ U. 'l't'YJ!J Lil'l'f 11:'1'114111'!11il\J'!J4'1't1illJ'il1:11lJ~ II.II 
• "' • .j • T 4 • -~ • .j ' • T .i._,, 'i" 01'11u IJ!'l11 u. '1'17 n'll !11J'YI il1'il 'iltLn 111 'il1 n '1l'ILLll1:/'111il m11 nm 11lJvo4lJ m1 L '!lil11111 ilO'U '14'1't!J1U111'YllJro f1 !J.f11'1't 

'llil4m'll'lim1~n1'11,J1v hematopoietic stem cell transplantation - ,,., . ... 
3. ~rua11u91'1184U.'l't'l1t1e'l11m11n"'1 

L i'.Ju u. 'l't'YI !i~ I ~!.11'!111\!m ~i"ll'l1U4 ii ilil11mi'l1~<q 9iiu1117'il 1 nu. 'l't'Ylfli'f i1111Ji'11'!11 Lll'i1i111'YltJ1 ,.,~ !J!J1!j71'11 i'f i1I i 
hl'lliiv111 ~4tl~Uii41ulu11mu'l'tv1u111ffi,J~um1v11milu.Uv 2 

4. mru.tn11iil\lov 
U q .j 1 -.-. ~ "'.. .., :: .. ... I ltl.3 4.1 i11iH11L4!l1J '!J'Yl141'1111J01'11lJLnW"101'i"11J'ililtJ'Yl4 2 'IJ!Ji114i11!l 1J 

4.1.1 Clonal bone marrow plasma cell >:10% m!l biopsy proven bone lesion mil extramedullary 

plasmacytoma 

4.1.2 Myeloma defining events (MOE) 'l'fU!JU14U!l!J 1 .Ualli411i!Jltlfl 

1) 'l't'U evidence of end organ damage .Uvl111.Uvmi41li411i!l1tlfl 

• Serum calcium > 11 mg/dL mil > 1 mg/dl higher than upper normal limit 

• Serum Cr >2 mg/dl '11~!1 Cr clearance <40 ml/min 

• Anemia Hb <10 g/dl '11~!l >2 g/dl below the lower normal limit 

• One or more osteolytic bone le,sion.s on skeletal radiography or CT 

2) 'l't'U biomarkers of malignancy .Uvl111.Uv'l1i141li411i!Jltlfl 

• Clonal bone marrow plasma cell >:60% 

• Abnormal serum free light chain ratio >:100 (involved kappa) or .:0.01 (involved 

lambda) 

• > 1 focal lesions on MRI studies 

4.2 u.u1:u1t\ii:iu11n171'1'i"1'il conventional cytogenetic '!lil4 deletion 13 u.111: FISH cytogenetic 

'!lil4 gainlq, deletion 17, t(4,14), t(14,16) tl!J1JL~lJn11~01'11 



5. \'lan11u;l«iHikrluti'l"::nuu n11ii'l;id' v 1111 Llfl ::a11111JJ01-si'n""1 

5.1 m'l'11'ntl'l::~ mTi1~1~mfJ 1im'l'lt1.jil'lJ"'1'lltl~~i:hfJ fiT1~1Jt11'l::fJt'lltl~L'll'I Lll'lt'lt'ljlll'!Um-s;'ni;1 

il-U1111'i11J 
~ 1· ' . 5.2 m'lmTil'WU~11J 111u.n CBC, BUN/Cr, electrolytes, albumin, calcium, serum LOH, and beta-2 

~ 

microglobulin 

5.3 m11>1'l1'il;;li'l'I; 1'1i'u.ri serum quantitative immunoglobulin, serum protein electrophoresis, 

serum immunofixation, serum free light chain Lii11'ii'l'ilOfJ 1.1.l'l::'l'ln 3 l~tl1J • 
5.4 Film bone survey 

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

cytometry 

6. mwori~lii0111un1hs1 

6.1 lu~u1fJi11i'.Ju transplant candidate 1mtfJ1 Bortezomib based regimen 1i'11JfJ1'll1J11JLl'ln hm1\1u1 

~m Bortezomib + Dexamethasone (VO), Bortezomib + Cyclophosphamide + Dexamethasone (VCD) 

6.1.11urnwm'1ltn1i.Jiui'14 cycles Viui11im-s1>1tlUl'IUtl41'11~1ni1 partial response (<50%) l'111m11 

t1;'u1i.J~fJUl'li;iw11111m-RlJ Thalidomide 1i'.!1Jl'll>l'ltJ1 Bortezomib +Thalidomide+ Dexamethasone (VTD) • • 
t "'"'·•- vi:' t• .I ) Ll<lt 'lJ 1111 LlJLn1J 8 cycles (UUl'l~Llllln1'i \'! cycle 'l'I 1 'lliN Bortezomib 

6.1.2 mwm'1Jt111tillii'1 4 cycles YiUi1flm'i91tlUl'l1Jtl4LlUU complete response 'l'l~tl partial 

response u.~ei~hJl'l1JJ1'ltJl'i1ASCT1'11 l'l1JJ1'l11l\1EJ1~111mi.i1iiu 8 cycles Cuul~LlPin11t\\' cycle ;I 1 

'llil~ Bortezomlb) it"'11~i11nwvi1 ASCT 

6.2 lu~u1si11i'.lu non transplant candidate 1\1!n~m Bortezomib based regimen 1tlUfJ1'lJU11JLl'in 

111w1\1~1\'!l>l'l Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone 

(VCD) 'l'l~e Bortezomib + Melphalan + Prednisolone (VMP) 1mmi.i11iu 8 cycles 

lumwmli'EJ1lt1u.ii1 4 cycles "Wui11imi111vul'lut1~1'11~1ni1 partial response (<50%) l'l1lJ1'lt1 

tli'u1i.J~!JU\'!l'l'lfJ1 1-Uu \'!lil'lll'lnLtlu VD l'l11J1'lt1tl;'u1flmi'.Ju VCD 'l'l~tl ~1'11Ll'lnLtlU VCD i.J;'rni'.Ju VTD 

Ll<lt1mml.i1iiu 8 cycles (uul~LLPim1t'l1" cycle ;I 1 'lltl4 Bortezomib) Lll'lt11i1.1.u::li1m11i Thalidomide 

1i'.lu maintenance therapy 

6.31i1tJufJ1~~1.1.~'!Ju1uil 2;i'uhl1u~u1EJvl1iminirufiu'lleMhl'I 1>11JJ1nruorlm11ii'ilofJ'lJE~hl'l1u'1itl 4 

1u~u1tJil1i.Ju•m1'1rv1 Bortezomib JJ1rit1u 'l'l~tl ll'l!J91tltll'IUtl~~tl Bortezomib 11i~1ni1 partial response 

1.1.11::1im1nirufiU'lltl4hl'l'l'lir~'l'l~lilfJ11iiu 6 L~tl1J 1111FJl'l1fJ1~111'l Bortezomib + Dexamethasone (VD), 

Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone 

(VMP) 'l'l~tl Bortezomib + Thalidomide + Dexamethasone (VTD) Ll<lllLmmi.i11iu 8 cycles 

6.4 1i.it1umim'll'l11i'.Ju consolidation 'l'l~tl maintenance treatment • 



8. u.u1\'11~n11th:aiiuu11n11i'mn 
8.1 1~jjm1tl1::d'.hJum.1ii'~llliv11vuvi 4 u.11::~u~111m1i'n1'n 
8.2 Transplant candidate t~m1tl,::Li:i'U hematopoietic cell transplantation (HCT) - specific 

comorbidity index 'Vjfi 2 1ll\J'll!Nn11L~V1 u.11::~\havtllli partial remission onulti L~ri~lli1vi1 autol~ous 
stem cell transplantation (ASCf) 

9. LfilU~n11'Mf!91tl1 

9.1 mru transplant candidate 

9.1.1 lii1J1ll\Jil'Ull~~llm1i'n"t11 L111ail progressive disease (mruilm1L'iiiim1H Thalidomide 

1~~m1111E1uiiu1J~111ii'~m1liv1 Thalidomide u.a1) 
9.1.2 i'.l!l1m1~1ltiL11111~111ii'~lllii'um1i'n"t11 L111!Jtl1::Uiu hematopoietic cell transplantation 

(Her) - specific comorbidity index ii1nn-l1111~mvhnu 4 
9.2 mru non transplant candidate 

9.2.1 liilllE1\Jil\Jll~~!ln11foi;11111vil progressive disease 

1 ~~ ~. 
9.2.2 1111uv1mu 8 cycles mii'Vlm'lll\Jill 

10. Hematopoietic cell transplantation (Hen - specific comorbidity Index 

Comorbidity Definitions of comorbidlties Included in the new HCT -Cl HCT-CI 

Arrhythmia Atrial fibrillation or flutter, sick sinus syndrome, or ventricular 1 

arrhythmias 

Cardiac Coronary artery disease, congestive heart failure, myocardial 1 

infarction, or EF <50% 

Inflammatory Crohn disease or ulcerative colitis 1 

bowel disease 

Diabetes Requiring treatment with insulin or oral hypoglycemics but 1 

not diet alone 

Cerebrovascular Transient ischemic attack or cerebrovascular accident ... 1 

disease 

Psychiatric Depression or anxiety requiring psychiatric consult or treatment 1 

disturbance 

Hepatic, mild Chronic hepatitis, Bilirubin >ULN to 1.5 x ULN, or AST/ALT 1 

>ULN to 2.5 x ULN 

Obesity Patients with a body mass index > 35 kg/m2 1 

Infection Requiring continuation of antimicrobial treatment after day 0 1 

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

Peptic ulcer Requiring treatment 2 

Moderate/severe Serum creatinine .>2 mg/ dl, on dialysis, or prior renal 2 

renal transplantation 
~, 

-~ 
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Comorbidity Definitions of comorbldities included in the new HCT -0 HCT-CI 

Moderate DLCO and/or FEVl 66% - 80% or dyspnea on slight activity 2 

pulmonary 

Prior solid tumor Treated at anytime point in the patient's past history, excluding 3 

non melanoma skin cancer 

Heart valve dis Except mitral valve prolapse 3 

Severe pulmonary DLCO and/ or FEVl </; 65% or dyspnea at rest or requiring 3 

oxygen 

Moderate/severe Liver cirrhosis, Silirubin >1.5 x ULN, or AST/ALT >2.5 x ULN 3 

hepatic 

§One or more vesselc coronary artery stenosis requiring medical treatment, stent, or bypass 

graft. 


