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1. szuvsyidamsidndednen
Wwsoyifinsidindruasn Bortezomib 99nszuy OCPA fowhnisine Inslianuneiuia
L 1 ) o IJ °
amelsuwnnd gihe wavdsoyanuasBonmsinymulusinneafiimun (Protocol BTZ-MM/AMY)

2. AuauURTaIHIIUNETUS

. Wulsmewradddnanwdmiunisinuaias hematopoletic stem cell transplantation
wiadulrmeaiiumdamemamuitssg3tute 3 uasiluwdianemenudumdonevsagua
fnndlgmunsndoufiawasiaeinlsauasmismsinw mukiinsdesusetiulsmeradlidnonm
Y8N35 IMN153Neene hematopoietic stem cell transplantation
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3. gruaniRvauwndgiinisine
& ¢y ol c}l Yo s ne o w o e - <
Wuwwmdddemgyilafunideayiiviay@vnsvinwnvsanlualefnine vieengsmans
Tsmdon fuuftRemluanunennaildiumseytitude 2

4. nusin1silede
4.1 Fesidoulamrdiinmunaninmsitadot 2 Yediolul .
4.1.1 Clonal bone marrow plasma cell 210% %30 biopsy proven bone lesion vi3e extramedullary
plasmacytoma
4.1.2 Myeloma defining events (MOE) wuaghatien 1 fedwieluil
1) WU evidence of end organ damage Seladonilafsieluil
® Serum calcium >11 me/dL %38 >1 me/dL higher than upper normal limit
® Serum Cr >2 me/dL vie Cr clearance <40 mL/min
® Anemia Hb <10 ¢/dL w38 >2 ¢/dL below the lower normal limit
® One or more osteolytic bone lesions on skeletal radiography or CT
vio
2) Wy biomarkers of matignancy Teladenisuoluil

® Clonal bone marrow plasma cell 260%

® Abnormal serum free light chain ratio 2100 (involved kappa) or <0.01 {involved
lambda)
® >] focal lesions on MRI studies
4.2 wusiihfilnan13n599 conventional cytogenetic Yas deletion 13 wag FISH cytogenetic
494 gainlg, deletion 17, (4,14), 1(14,16) fiauFun1sinwn




5. wingnuiifesiliiausznaunisifadelsauasinanunisinm
5.1 MmsdnUsgiR n599919me finsssylgmuesdthe dvuassozvadse wassyyununIsing
i
5.2 m‘smwﬁuj’lu Teiun CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin
5.3 NM5A5997AY TAWA serum quantitative immunoglobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain iiledfiady wagyn 3 AU
- 5.4 Film bone survey
5.5 Bone marrow aspiration + biopsy, bone marrow immunohistochemistry, and/or flow

cytometry

6. intuaiaudiinisidndien
6.1 TMQ’ﬂ’JE}ﬁLTJu transplant candidate 19l¢s1 Bortezornib based regimen uenvumiusn Inglvien
gm3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 Tunsiiitldeniuuds 4 cycles wudniinsmevauasldsng partial response (<50%) &30
UiULﬂaEJu'dm‘im Tauify Thatidomide L‘Uuaﬂim Bortezomib + Thalidomide + Dexamethasone (VTD)
LLﬁv’l‘iﬂﬁlmnu 8 cycles (FumsudnasTe cycle 1 vas Bortezomib)

6.1.2 n3diildnluuda 4 cycles wuiiinsnouausuuy complete response %38 partial
response Uagalsiannsavin ASCT 16l anunsolvendeldlaiiiu 8 cycles (TFudsudnaste cycle i 1
84 Bortezomib) 5171958101591 ASCT

6.2 'luﬁﬂmﬁ \hu non transplant candidate 19engns Bortezomib based regimen 1ugnuuiuusn
Iﬂu'lﬁmqm Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) w38 Bortezomib + Melphalan + Prednisolone (VMP) TdfldliiAu 8 cycles

Tunsdifilfisrluuda g cycles wuthiinismevaussldsiiniy partial response (<50%) @150
Usm’daauamm wu gasusmiu VD mmmﬂsmwmﬂu VCD w3a gaswsnidu VCD Ysuiliu VD
Lﬁvlﬂﬁlmﬂu 8 cycles (Surausin1sT cycle 7 1 weq Bortezomib) uaglaiiugainsly Thalidomide
1w maintenance therapy

6.3 Widuofusvuud 2 $uly Tudihefiinsnduiusdlse munusinsdteduvadsalude 4

luflasiliiireldisn Bortezomib 3nriou wis inuneuauBra Bortezomib laiWanda partial response -

waziinsnduAnvealsandmgaoniu 6 iieu laglWengns Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) 38 Borteéomib + Thalidomide + Dexamethasone (VTD) uazlulalaiifiu 8 cycles

6.4 Iﬁaqﬂﬁmﬂﬁtﬂu consolidation %3® maintenance treatment

7. YUNINEIUATILHSLIANVDINITINE
MA81 Bortezomib 1.3 me/m’/dose S1uau 4 ads Tu 1 cycle Widliiu 8 cycles
7.1 Transplant candidate gns VCD, VTD, VD W repeat cycle wn 3 - 4 dUansi
7.2 Non transplant candidate g5 VCD, VD, VID I repeat cycle n3-4 duan dugns VMP

W repeat cycle vn 5 - 6 dUavt ieSe e




8. wuamMNsUsEEuNan1 SN
8.1 Tilinsusziiunandslagnsoun 4 uazduganisinm

8.2 Transplant candidate Twiin15Uszidiu hematopoietic cell transplantation (HCT) - specific
comorbidity index 9n 2 saureINTIWY wasdUaeildl partial remission Fulu Whdasavh autologous

stem cell transplantation (ASCT)

9. inEUTINITUY AL

9.1 n3ed transplant candidate
9.1.1 linavaussronisinw Taail progressive disease (nsdifinaifiun1sld Thalidomide
TWan1snevauemdanislden Thalidomide ui)
9.1.2 flormsfrluiaramdaldsunissnw Ineuszdiu hematopoietic cell transplantation

(HCT) - specific comorbidity index ¥nnIw3awWifiu 4

9.2 n56il non transplant candidate

9.2.1 lanavaussnenisinw lnedl progressive disease
Vs ‘J o
9.2.2 l93uB1A3U 8 cycles muiidvun

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 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/m” 1
Infection : Requiring continuation of antimicrobial treatment after day 0 1
Rheumatolc;g;ic 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




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 melanoma skin cancer

Heart valve dis Except mitral valve prolapse 3

Severe pulmonary | DLCO and/or FEV1 </=65% or dyspnea at rest or requiring 3

oxyeen
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

oraft.




