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1. szuvayliansidndteanen
Wyeayl@nisiinidreaien Bortezomib 91nssuu OCPA fisuvinissnw laslvaniungiuia
= ¢ v v o < o
amudouwwmg e warddeyareasnBeamsinwwnuluslaneafidimun (Protocol BTZ-MM/AMY)

2. AuANTRAYDENIUNEIUIE

Wulsangruraifidneniwdmiunisinuadae hematopoietic stem cell transplantation
viadulsmeunafiflumdiamemenuiissylilude 3 asliumdiamemeanniulmieusriungua
Snndgmunsndeuiienaniannlsauar/mienmsinu sudinsdeusefulsmenaiidnonm
229M5 MM I3NWIA8 hematopoietic stem cell transplantation

3. guautAvawnwndgrinisine
v o Jl Yo Q. -] o o s e <4 <
Wuwmdidnrnglaiumidesylivieydidnsnnuweaniluanvilainine) visengsmans
lsaden JaudiRnuluanunernaniasuniseyd@lude 2

4. \neusin1sitede
4.1 Fesdideulwnerdiinanunasinisidades 2 dedetelud
4.1.1 Clonal bone marrow plasma cell 210% %38 biopsy proven bone lesion 38 extramedullary
plasmacytoma
4.1.2 Myeloma defining events (MDE) wuaghatios 1 Yaswieluil
1) Wy evidence of end organ damage Yoladanthsseluil
® Serum calcium >11 mg/dL %38 >1 mg/dL higher than upper normal limit
® Serum Cr >2 mg/dL w3® 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
vie
2) wu biomarkers of malignancy Jeladenissisluil
® 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 wuziriinan13n 323 conventional cytogenetic 984 deletion 13 uag FISH cytogenetic
%84 gainlq, deletion 17, t(4,14), t(14,16) Aeuldunissnm




5. winguildediiteuszneuntsitadelsauazAnniunisinm

5.1 M3glszdR f59319me fnsseylgmueiios dvunszozvedlse uavsyyununisinu
fdaiau |

5.2 ﬂ'ﬁm?iw‘v'vug'lu oun CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 N5A5I9RLAY LALLM serum quantitative immunoglobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain Lﬁa’iﬁ%ﬁ'ﬂ wagvn 3 Wau

- 5.4 Film bone survey

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

cytometry

6. inusiausiAn1sdnAnen
6.1 Tué'ﬂ’mﬁﬁju transplant candidate Twl9e1 Bortezomib based regimen {ugnvuiuusn Tnelvien
gn3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 Tunsdifiléfeluudn 4 cycles wuiniimsneuausdlirna partial response (<50%) aansa
U%'ULlJﬁ;tluqmm Tawiiia Thalidomide ijuqmm Bortezomib + Thalidomide + Dexamethasone (VTD)
waslHl8liiAu 8 cycles (Fumausnaslv cycle 91 1 v89 Bortezomib)

6.1.2 nsdildualuuda 4 cycles wuindinsnauaueauuy complete response %38 partial
response uaddliianunsavi ASCT I anunsoldfensialiliiiu 8 cycles (Yumsusinasld cycle 7 1
484 Bortezomib) s¥winesenisvin ASCT

6.2 ‘luéﬂ’mﬁl,ﬁu non transplant candidate 'lﬁmqm Bortezomib based regimen 1fugnuuuwsn
Tﬂﬂ‘lﬁmqmi Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) %38 Bortezomib + Melphalan + Prednisolone (VMP) 14ldilsiiAiu 8 cycles

Tunsdlfilfenluuds 4 cycles wuiniinmsneuaussldsng partial response (<50%) awnsa
YFuwaeugasen wu gasusnidu VD awnsauiuiiadu Ve vie gasusnidu vep Yiuiliu viD
ual ARy 8 cycles (Humausin1sTi cycle 7 1 ve9 Bortezomib) wagliiuugriinislé Thalidomide
WUu maintenance therapy

6.3 Midundeusiouudl 2 uly ludthefiinsnduiuveddse munasinsitedoredselude 4
Tugfthefiliielfen Bortezomib nrieu vde inunsuausse Bortezomib Taidinin partial response
wazlinsnduduveslsavdmgasiu 6 ifeu Tagliurans Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) %38 Bortezomib + Thalidomide + Dexamethasone (VTD) waeldlaliifiy 8 cycles

6.4 wagammﬂﬁﬁ‘]u consolidation #3® maintenance treatment

& 1]111ﬂﬂ']uﬁ&'izﬁlzl’)a'\ﬂa\?ﬂ'ﬁ%’ﬂﬁﬂ
981 Bortezomib 1.3 mg/m?/dose 1 4 A% Tu 1 cycle 19lailiiiu 8 cycles
7.1 Transplant candidate gns VCD, VTD, VD ¥ repeat cycle vn 3 - 4 &Uawi
7.2 Non transplant candidate gns VCD, VD, VTD W repeat cycle NN 3 - 4 dUat dugns VMP
i repeat cycle vn 5 - 6 &Uavi

— .,




8. wwamamsuszdiunan1sinen
o~ v A 4 o
8.1 Wilimsuseliunandaldnnsoud 4 uazuganisinwm

8.2 Transplant candidate iln15Useiliu hematopoietic cell transplantation (HCT) - specific
comorbidity index vn 2 saUYEIMIMEN uazé'ﬂwﬁlﬁ partial remission 3ulU Wdeiavh autologous
stem cell transplantation (ASCT)

9. \NQUAIN1TNYALI

9.1 n3dl transplant candidate
9.1.1 linevaveswanisinw Tneil progressive disease (nseifinsifiunisly Thalidomide
Tgnismevauemdanislden Thalidomide u)
9.1.2 flomsiluiaramdtldsunisinu Tnsuseiliu hematopoietic cell transplantation

(HCT) - specific comorbidity index 1nnIwsawiniy 4

9.2 N3el non transplant candidate

9.2.1 laimavaussssnisine laedl progressive disease
va o
9.2.2 1¢isusnAsu 8 cycles munfivun

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

Comorbidity Definitions of comorbidities included in the new HCT-CI | HCT-CI

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

Cardiac Coronary a'rtery 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

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




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
pulmonary

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
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 stenosis requiring medical treatment, stent, or bypass
graft.




