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4.1.1 Clonal bone marrow plasma cell 210% ¥i38 biopsy proven bone lesion ¥ie extramedullary
plasmacytoma

4.1.2 Myeloma defining events (MDE) nustsifas 1 Yafaroluil
1) Wy evidence of end organ damage Yaladaviladarialut
® Serum calcium >11 mg/dL w5 >1 mg/dL higher than upper normat limit
® Serum Cr >2 me/dL %38 Cr clearance <40 mL/min
@ Anemia Hb <10 g/dL 38 >2 ¢/dL below the lower normal limit

~® One or more osteolytic bone lesions on skeletal radiography or CT

2) wu biomarkers of malignancy ¥elatentisfirelus
® Clonal bone marrow plasma cell =60%
® Abnormal serum free light chain ratio »100 (involved kappa) or <0.01 (involved
lambda)
® >1 focal lesions on MR studies
4.2 nusildiinan13nsa9 conventional cytogenetic 184 deletion 13 wag FISH cytogenetic
%89 gainlg, deletion 17, 14,14), {14,16) fouBunis¥hvn
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5.1 mygnuaz iR asaesneme dmssyyligmessdine tvunssezvedse uazseyuaunisine
AfaLau

52 mimm“ﬁug’lu Tgiun CBC, BUN/CT, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 mynsaafivaw i serum quantitative immunocglobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain Wg3fade wasnn 3 oy

- 5.4 Film bone survey

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

cytometry

6. inausieydifinaidndnen
6.1 luc:{ﬂ'saﬁvi'ﬂu transplant candidate Wil4en Bortezomib based regimen usnmnuusn Tasldan
g3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 Tunsdifilferluud 4 cycles wuinfinsmauaiadldringa partial response {<50%) &USH
ﬂ%’uvd%’auqmm Tneitas Thalidomide \ugmsen Bortezomib + Thalidomide + Dexamethasone (VTD)
uazldlaliiiu 8 cycles (HudausinnsTé cycle 7 1 w94 Bortezomib)

6.1.2 nediitdeniuuds 4 cycles WUNMANTTABUEYEIUUY complete response %39 partial
response wadslaianansavh ASCT I anansnliisaldliiin 8 cycles (udsusinssh cycle 7 1
284 Bortezomib) $2WINTan15¥ ASCT

6.2 'luv:i‘l.'l'mﬁ \Uu non transplant candidate 'Lﬁmqm Bortezomib based regimen t{uenuuiuisn
Tnellviengms Bortezomib + Dexarnethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) %3® Bortezomib + Melphalan + Prednisolone (vMP) 141a13iifiu 8 cycles

Tuns@lédeluuda 4 cycles wudniinameuauasidsng partial response (<509%) @115
USuwasugesen Wy gaswsmu VD aunsauduifiudiy vop wie gasusmifiu vep Y3uid vio
uazlilalifiu 8 cycles (Fusausinsle cycle # 1 999 Bortezomib) uazlsiugtimsly Thalidomide
i maintenance therapy

6.3 Midusdusiuuuil 2 ulu Tuffthefiiminduuradsn auinasinnsitedevedsaluda 4
Tudtefilinglien Bortezomib snfau e Leunsuauasa Bortezomib laifnin partial response
waziinsnduauveslsavdmgneniu 6 Wiau Ingl¥ergas Bortezomib + Dexamethasone (VD),
Bortezomib -+ Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) %30 Bortezomib + Thalidomide + Dexamethasone (VTD) uarldlalahiy 8 cycles

6.4 lipuliin1sTidu consolidation 3a maintenance treatment

7. TUNALIUATITHSIATVBINTINE
1UAE1 Bortezomib 1.3 mg/m¥dose 31wy 4 ads Tu 1 cycle Télilinu 8 cycles
7.1 Transplant candidate gms VCD, VTD, VD ¥ repeat cycle Wn 3 - 4 duam
7.2 Non transplant candidate gns VCD, VD, VTD 1 repeat cycle 911 3 - 4 §Uant dugns VMP
¥ repeat cycle %n 5 - 6 dUnw
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8.1 Wsinsusufiunandildarseudl 4 uasduganissnu
8.2 Transplant candidate Mflnnsuszliu hematopoletic cell transplantation (HCT) — specific
comorbidity index 1 2 sauva Sl tavdtnely partial remission Ful Tifdeiavi autologous
stern cell transplantation (ASCT)

9. tnusinIsNERE

9.1 n3el transplant candidate
9.1.1 lrineuauasanisinw laefl progressive disease (n3difinstfiuntsld Thalidomide
Tign1snauanandanaslden Thalidomide ud)
9.1.2 flan1siialuiaramdsldsun1sSnen Tneuseiiu hematopoietic cell transplantation

(HCT) - specific comorbidity index unnniwiawiniu 4

9.2 n3&l non transplant candidate
9.2.1 lmauausisiomsinw Tasdl progressive disease
da
9.2.2 la5uennsu 8 cycles muiirvium

10. Hematopoietic cell transplantation (HCT) - specific comorbidity index

Comorbidity Definitions of comorbidities 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 i
infarction, or EF <509 ‘

Inflasnmatory 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 ke/m? 1

Infection Requiring continuation of antimicrobial treatment after day 0 il

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

Peptic ulcer Requiring treatment 2

Moderate/severe Serum creatinine >2 me/dL., on dialysis, or prior renal 2

renal transplantation




Comorbidity Definitions of comorbidities included in the new HCT-Cl | HCT-CI
Moderate DLCO and/or FEV1 66% ~ 80% or dyspnea on slight activity 2
bulmonary '

Prior solid tumor | Treated at any time point in the patient’s past history, excluding | 3
non melanoma skin cancer

Heart valve dis Except mitral valve prolapse 3

Severe putmonary | BLCO and/or FEV1 </=65% or dyspnea at rest or requiring 3
oxygen

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

hepatic

§One or more vessel-coronary artery stenosls requiring medical treatment, stent, or bypass

graft.
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