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1. syuuaysianisiindneanen
Wveayl@Anisiindnedien Bortezomib 91nsyuy OCPA feuhnisdne Tasliaatuneiuia
< ¢ 4 1 Q) <o
amudeuwnmg e warddleyaneasiBeamsinumulusiareaiiiivun (Protocol BTZ-MMW/AMY)

2. AuaNURYaENIUNETUTE
x| o 1Y) ar 2/ N . .
WDulsangrvranilidnanimdmiunisinusiie hematopoietic stem cell transplantation
A e 3 < % P ¢ 4 4 v '

wadulsmenunaffuwdwmemmuiiszylilude 3 uasluwdiameneadudmionszsugua
U A “\ o & Q. d
frentlymumndeuiienssinnnisauar/viansdnw sunfdimsdeudesulsmenunafifidnenmw
289N WNNTINYINE hematopoietic stem cell transplantation ’

3. gruanvRvauwndinnsine
o v o ésl vay o o4 v & o a o < <
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4. \nueinnsitlade
4.1 Fodidoulvnenatinaunasinisiledets 2 dedwiolui
4.1.1 Clonal bone marrow plasma cell 210% %58 biopsy proven bone lesion %38 extramedullary
ptasmécytoma
4.1.2 Myeloma defining events (MDE) wuagnatiae 1 Ferwioluil
1) WU evidence of end organ damage Teladavihiensluil
® Serum calcium >11 mg/dL %38 >1 mg/dL higher than upper normal limit
® Serum Cr >2 mg/dL ¥38 Cr clearance <40 mL/min
® Anemia Hb <10 g/dL %58 >2 ¢/dL below the lower normal limit
® One or more osteolytic bone lesions on skeletal radiography or CT
wie
2) wu biomarkers of malignancy Yelatawiseieluil
® Clonal bone marrow plasma cell 260%
& Abnormal serum free light chain ratio 2100 (involved kappa) or <0.01 (involved
lambda)
® >1 focal lesions on MRI studies
4.2 wusi Iiinan13m 939 conventional cytogenetic U84 deletion 13 wag FISH cytogenetic
294 gainlq, deletion 17, t(4,14), (14,16) AouBuNTNY
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5. ‘Wﬁﬂﬁquﬂﬁaﬂﬁlwaﬂi"ﬂa'un']'i'luf\]QﬂiiﬂLla“mﬂm'!uﬂ'ﬁiﬂﬁﬂ

5 1 m3tnUsed as9seme Ensssylymivesitie fmunssezvedsn uagssyununisine
mu .
5.2 mimi’m'ﬁug’m aun CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
" microglobulin

5.3 MINSI9NLAY LA serum guantitative immunoglobulin, serum protein electrophoresis,

serum immunofixation, serum free light chain Lﬁﬁﬁﬁﬁ)é’&l wagnn 3 Wau
- 5.4 Film bone survey
5.5 Bone marrow aspiration + biopsy, bone marrow immunohlstochemlstry, and/or flow

cytometry

6. naustawsianisidnadnen
6.1 Iué'ﬂ’aaﬁlﬁu transplant candidate Twl4fen Bortezomib based regimen Wugnwunuusn Taelen
gn3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)
6.1.1 lunsdiflfetluuds 4 cycles wuiiimanauaussiddni partial response (<50%) @138
- Uﬁumaauamm Iﬂmwm Thalidomide Lﬂuamsm Bortezomlb + Thalidomide + Dexamethasone (VTD)
wesl A8l 8 cycles (Humausinas¥ cycle 7 1 vas Bortezomib) A
6.1.2 naditldelunda 4 cycles nuirdinsnevausauuy complete response #38 partial
response widvlalanansavi ASCT 16 anunsoliiondialdlaiiiu 8 cycles (Sudansinasleh cycle 7 1
v84 Bortezomib) 5¥%I1939M15vi1 ASCT
6.2 'luﬂ:d:ﬂ?aﬁ WU non transplant candidate 1¥engns Bortezomib based regimen g uunuusn
Tﬂﬁlﬁmq 713 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexafnethasone
(VCD) vi3® Bortezomib + Melphalan + Prednisolone (VMP) 1#1#luifiu 8 cycles
Tunsdiildenluuda 4 cycles wuhiimsneuauasldnii partial response (<50%) @110
Usm‘daﬂuamm Wy amusmﬂu VD aﬂmsmﬂ'ﬁmwmﬂu VCD wie gnsusnilu VD Ysudu vip
Laz'h’flo’\’lumu 8 cycles (HumauAnsl cycle A 1 ¥a4 Bortezomib) LLaV‘lsJLLuummsh Thalidomide
vUu maintenance therapy
6.3 Widuefausiouuil 2 Tuld Tufteiinsnduiuvedtse munasinsitedvedsalude 4
Tufteiilsinelfen Bortezomib anrieu vide insmeuaussde Bortezomib Lifnd1 partial response
warlinsnduAuvaslsandmyaeniu 6 ieu Tneldunans Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) %38 Bortezomib + Thalidomide + Dexamethasone (VTD) wazldlaldiiu 8 cycles
6.4 llayd@n1sTiliu consolidation #3e maintenance treatment

7. YUINLIUATTZUSLIAIVAINITIN®
uAEN Bortezomib 1.3 mg/m?/dose $1uu 4 ada lu 1 cycle 14Alidy 8 cycles
7.1 Transplant candidate gns VCD, VTD, VD T repeat cycle wn 3 - 4 dUai
7.2 Non transplant candidate g VCD, VD, VTD 44 repeat cycle nn3-4 aﬂﬂ'm aquam VMP
0] repeat cycle 90 5 - 6 dUaw




8. I.Lu’wl'Nm'a"tJi"Luuwamsiﬂm
8.1 Wiinsuseidiunandsldorseud 4 LLﬁua‘uaﬁlﬂ’ﬁSm‘}'I
8.2 Transplant candidate TilnsUseidiu hematopoietic cell transplantatlon (HCT) - specific
comorbidity index 90 2 sBUYBINILHEN uazaeile partial remission il Wi autologous
stem cell transplantation (ASCT)

9. INAUSINTITNYAB

9.1 nsell transplant candidate
9.1.1 liineuauesranisinu Tnedl progressive disease (N3difimsuinn1sly Thalidomide
‘lwmmwauauawmmﬂmm Thalidomide wa2)
9.1.2 farmemluimamdldsunsinu Tneusuiu hematop0|et|c cell transptantatnon

(HCT) - specific comorbidity index snnndvIawiniy 4

9.2 n3&l non transplant candidate

9.2.1 lainavaussiensine leedl progressive disease
' veas P
9.2.2 1#5u81AsU 8 cycles muiiiImum

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 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 treatmeht 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/m? 1
.Infection Requiring continuation of antimicrobial treatment after day 0 1
Rheumatologic SLE, RA, polymyositis, mixed CTD, or polymyalgia rheumatica 2
Péptic utcer Requiring treatment 2
Moderate/severe Serum creatinine >2 mg/dL, on dialysis, or prior renal 2
renal transplantation '




. Comorbidity Definitions of comorbidities included in the new HCT-CI | 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 melavnoma‘skin cancer
Heart valve dis Except mitral valve prolapse 3
Severe pulmonary | DLCO and/or FEV1 </=65% or dyspnea at rest or requiring 3
oxysgen
Moderate/severe Liver cirrhosis, Bilirubin >1.5 x ULN, or AST/ALT >2.5 x ULN 3
hepatic |

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

graft.




