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1. TruvayiRimsIingeAIen _
Tveayliin1sidindtednun Bortezomib 902Uy OCPA Aisuviin1iine laslwaoumeiua
- L 1 & J °
amuouunnd flwe unrduiayaswasBenmiinvmilusinreatinvium (Protocol BTZ-MM/AMY)

2. AuAUURTEEINUNEIVIA

Wulsanevraifidnanmdmiunisinuadae hematopoietic stem cell transplantation
wadulsmenraitwmdiamemimaitinlituie 3 wsliomdamemanududmiaunssugua
%’n‘mﬂq;mumnﬁauﬁa'mwxﬁﬂmnTsmas/w‘s'anTs%'nm sukiimadeusetulsmetnaniidnenin
Y2IMSIMNTI3NWIAIE hematopoietic stem cell transplantation

3. quauURTewmmddvianiinm
Wuwmddierngilaiumidesiiepdidasanumeaniluanuilafinine vieegsmans
Tadon FrujtiRmduanmumennaitléfuneyidlude 2

4. \nuyinsitiody
4.1 #esdideulumemdiinaunasinisitadeh 2 fefmelull
4.1.1 Clonal bone marrow plasma cetl >10% Wi biopsy proven bone lesion 3 extramedullary
plasmacytoma ' :
4,1.2 Myeloma defining events (MDE) wuatatipy 1 Sedeieluil
1) wu evidence of end organ damage Foladoniimaluil
® Serum calcium >11 mg/dL W38 >1 me/dL higher than upper normal limit
® Serum Cr >2 me/dL w39 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
wie . |
2) wu biomarkers of malignancy Toladoniloluil
® Clonat 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 wurrir IMiiHan15m593 conventional cytogenetic 184 deletion 13 uaz FiSH cytogenetic
89 gain1q, deletion 17, t(4,14), t(14,16) fleuiiun1sdnn




5. wingwiidediieuszneuntsitadelsauasAnmunsinu

5.1 mednusedR asveime dimsseyldgvesdithe dvuassezvadlsa uﬁ.,'s.,quuun'ﬁ'snm
oo _

5.2 m'sm'm#ug'm éun CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 n1smsIaee laun serum guantitative immunoglobulin serum protein electrophoresis,
serumn imrunofixation, serum free nght chain iieATiade uagnn 3 oy

- 5.4 Film bone survey

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

cytometry

6. \nusiaysiRn1Iidnd1s

6.1 Wijthufidiu transplant candidate T3 Bortezomib based regimen Wugnuunuusn Taglifen
@ns Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophospharnide + Dexamethasone (VCD)

6.1.1 Tuns@iftldeluuda 4 cycles wuiniinmanauausdl@sinngy partial response (<50%) @un3n
U?Utﬂguuqmiuﬁ Taewiss Thalidomide \Wugmsu Bortezomib + Thalidomide + Dexamethasone (VTD)
uarl¥laliiAy 8 cycles (Tumaudnasld cycle # 1 ves Bortezomib) :

6.1.2 na@fldeluud 4 cycles wuniin1smauausiwuy complete response Wi partiat
response uadalianunsavh ASCT 1 anunsolerseldlaiiu 8 cycles (Tudauin1sly cyele 1l 1
194 Bortezomib) sEwiwsan1svin ASCT

6.2 gy non transplant candidate Wiy1gns Bortezomib based regimen Hus LN
IﬂUTﬁEhQWS Bortezomib + Dexarmethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) %30 Bortezomib + Melphatan + Prednisolone (VMP) 181aliiifiu 8 cycles

Tunsdiftfioluuds 4 cyctes wuiniinsmeuausaldmndy partial response (<50%) @11150
Viuwdsugnsen 1wy gasusnidu vo sansouuiisndu ved e gnsusnidy veo viudu vip
ua"'l'f'ﬂﬁ'lmnu 8 cycles (u‘umunms'lu cycle # 1 vo1 Bortezomib) warhivuzihmsl Thalidomide
Lﬂu maintenance therapy .

6.3 Wiluerdusmund 2 Sulu ludthefiimsndufuveslsn munausiniriteduveslsalude 4
Tugftheitiveeldien Bortezomib ey wie inbmeuauBWe Bortezomib Taidind partial response
wariinisnduAnyedlsendmeasiiu 6 wou lnglvegas Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphatan + Prednisolone
(VMP) w38 Bortezomib + Thalidomide + Dexamethasone (VTD) uazl#ldlsiAu 8 cycles

6.6 LimyiAn1sImdu consolidation W38 maintenance treatment |

7, YUIALILAYTYELLIATYINITINGD

Yume Bortezomib 1.3 me/m?/dose 91U 4 pfalu 1 cycle 1oLy 8 cycles

7.1 Transplant candidate gns VCD, VTD, VD T4 répeat cycle nn 3 - 4 dUn vk

7.2 Non transplant candidate g#s VCD, VD, VTD ¥ repeat cycle n 3 - 4 dUn v daugms VMP
1% repeat cycle vin 5 - 6 duamt ‘ p——




8. sumunisussdiunanisinm ,
8.1 Wiimsusediunandsldonseud 4 uaaﬂyuqﬂmi%'nm
8.2 Transplant candidate T#lin15Uszifiu hematopoietic cell transplantation (HCT) — specific
comorbidity index vn 2 8UYBINTSIWEN uaséﬂ’wv'ﬂﬁ partial remission JulU Wdwivh autologous

stem cell transplantation (ASCT)

9. inusinINEYALN

9.1 n3d transplant candidate
9.1.1 Wmevauawans3ne nail progressive disease (nsdiinsifiun1slé Thalidomide
Mignismevausmdanisldsn Thalidomide ue)
9.1.2 fiomsaluimamdsldiunisine Tnuusediu hematopoietic cell transplantation

(HCT) - specific comorbidity index uNAIMToVify 4

9.2 N5¢i non transplant candidate
9.2.1 luneuavsswiemsinw Taudl progressive disease
Ve -l o
9.2.2 ladueAsu 8 cycles MuNNIMUR

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 o

} Cerebrovascuiar Transient ischemic attack or cerebrovascular accident 1

disease )

Psychiatric Depression or anxiety requiring psychiatric consult or treatment 1

disturbance - '

Hepatic, mitd Chronic hepatitis, Bilirubin >ULN to 1.5 x ULN, or AST/ALT 1
SULN 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-Cl | HCT<C!

| 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
nen melanoma skin cancer

Heart valve dis Except mitral valve prolapse 3

Severe putmonary | 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

80ne or more vessel-coronary artery stenosis requiring medical treatment, stent, or bypass
graft.




