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wumsinunsidndreAen Bortezomib dausld Multiple Myeloma
LY 4 as R a o as
(USuugen3ait 3 mawidsdansudty@nana # na 0416.2/ 1551 aeuil 20 Surnau 2565)

1. szuvauiAnIsUnTeA1e7
THveayli@nisidndudo1 Bortezomib 91n53UU OCPA Aaunisinel lasliantungiua
amzilouwwnd (e wardayaneandonnsinvnulusinreaiinivun (Protocol BTZ-MM/AMY)

2. AuAuURTIENUNEIUTS

Wulsamerraiifidnenmdmsunissnuiig hematopoietic stem cell transplantation
'Vi'i'EJLUUIif\?WfJWU’]ﬁVIlILW‘WIEILQWW"Vl']\'lW‘IlWﬁuUI’ﬁU’U@ 3 LLa”lJLLWVI‘EJLQ’W'\"Vl’N?{']"U'lE]u‘NWiE]QJﬁ]L"i’JNWLLa
5ﬂ‘L‘)’1ﬁﬂJVﬂlWﬁﬂ‘dﬂu%a'}ﬂﬂ”m@ﬁ]']ﬂiiﬂuav/vﬁafﬂ‘éiﬂ“@'] 3aummmﬁmaumaﬂu‘hawmmawuﬁ’ﬂmmw
29N IUN15SNEIAIEY hematopoietic stem cell transplantation

3. uanURvawwndgrinisinem
LUuuwmawvnmmmﬁlmwmaaaumwsamummnuwmam‘luawﬂawmwm Wioegsmans
sadon Swavinuluaaumenaiflddunmseyiilude 2

4. \nauin1sidede
4.1 desiifeulvsndiinaunnasinisitadt 2 sﬁaoﬁ’wialuﬁ
4.1.1 Clonal bone marrow plasma cell 210% 38 biopsy proven bone lesion ¥ 8 extramedullary
plasmacytoma
4.1.2 Myeloma defining events (MDE) wusgstise 1 defsialui
1) Wy evidence of end organ damage Valadontitaseluil
® Serum calcium >11 mg/dL %38 >1 me/dL higher than upper normal limit
® Serum Cr >2 mg/dL w38 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

2) wu biomarkers of malignancy teladandeluil
® 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 wuztinan13m$29 conventional Cytogenetic %84 deletion 13 wag FISH cytogenetic
%484 gainlq, deletion 17, t(4,14), t(14,16) Aouduni1s¥nw




o q = aa  ar a ar
5. ningundesliaysenaunisidadulsauasfnnunisinm

5.1 A13ENUTEIR M152951908 mmsszuﬁmm‘uaaww AvunsEezvadlsa LLﬁ”iu‘ULLNLIﬂ’IiSﬂ‘H’]
wvmau

5.2 mimi’m‘ﬁug’m Taun CBC, BUN/CT, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 N15ATIARLAY LALA serum quantitative immunogkobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain Wie3tads uavyn 3 Wou

5.4 Film bone survey

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

cytometry

6. tnaualausiAnisiiindnen
6.1 'Lué'ﬂ’mﬁlﬂu transplant candidate Tl Bortezomib based regimen \UuUgNYUTLLSD Taelvien
gns Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 Tunsedfildenluud 4 oycles wuiiinismeuauedldsinia partial response (<50%) &30
JSua YUGNTEN Taenfin Thatidomide L@uqmm Bortezomib + Thalidomide + Dexamethasone (VTD)
warlglalaiiu 8 cycles (ﬁué'mﬁimﬂﬁ cycle # 1 a4 Bortezomib)

6.1.2 nsdifldienluudn 4 cycles wuhiimsmeuausauuy complete response %39 partial
response widsliamnsavia ASCT 16 awnselviesisldliiiu 8 cycles (Tudaudnasd cycle 7t 1
989 Bortezomib) 5¥wi939n13911 ASCT

6.2 'luc:{ﬂm‘ﬁ' \lu non transplant candidate engns Bortezomib based regimen 1Hug1w1ALWsN
Iﬂa‘lﬁmqm Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) %38 Bortezomib + Melphalan + Prednisolone (VMP) Tdlélsiifiu 8 cycles

Tunsdifildluus 4 cycles wuiniinsmevauadlddinia partial response (<50%) @11150
Usmﬂaauamm iy gasusmdu VD mmsaﬂ’mmmﬂu VCD w3a gesusmiu ved Ysudu vip
ualdlalalifiu 8 cycles (Humausnis¥ cycle 7 1 ¥94 Bortezomib) uav‘lmmwmms'l'u Thalidomide
\Uu maintenance therapy

6.3 M dusrdausuuuil 2 fuly TugfthefifimsnduAuvedisn muinasinisiteduvedtsalude 4
’ijﬂmﬁmmalﬁm Bortezomib 3nfiau ¥ inunauaussie Bortezomib laisnin partial response
wavlinsnduAuveslsandegasiiu 6 ifieu lnglviurans Bortezomib + Dexarmethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) »5® Bortezomib + Thalidomide + Dexamethasone (VTD) wagldlalsiviu 8 cycles

6.4 Tlayf@n1sTiidu consolidation #38 maintenance treatment

7. VUIRYILALSTULLIANVAINTINE

MNE7 Bortezomib 1.3 mg/m*/dose $1uru 4 as Tu 1 cycle WIAliAY 8 oycles

7.1 Transplant candidate gns vCD, VTD, VD it repeat cycle wn 3 - 4 FUani

7.2 Non transplant candidate gns VCD, VD, VTD I repeat cycle NN 3 - 4 {Ua diugns VMP
4 repeat cycle vn 5 - 6 dUn vk




8. wuaNIsUsEdiunan1ssnwn
8.1 Wiinsusefiunandslagnseud 4 wasduganissnw

8.2 Transplant candidate Tfin1sUszifiu hematopoietic cell transplantation (HCT) — specific
cornorbidity.index %0 2 8UYINTIVEN LLa::Q"\'JfJEJmﬁ partial remission FulU Tided v autologous
stem cell transplantation (ASCT)

9. InEUFiNITUNLALN

9.1 n36l transplant candidate
9.1.1 limavauawanissnw 1aeil progressive disease (nsdifinsdiunisld Thalidomide
Wiansmevausmdanislden Thalidomide we)
9.1.2 fornmsmlviaawmdsldunisinw Tnsuseiu hematopoietic cell transplantation

(HCT) - specific comorbidity index wnnMmIaminfiy 4

9.2 n3ed non transplant candidate

9.2.1 limavausssianisinew laedl progressive disease
9.2.2 1915u81msu 8 cycles muinivun

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

Comorbidity Definitions of comorbidities inctudea 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 B Requiring continuation of antimicrobial treatment after day 0 1

Rheumatolosic 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-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.




