ﬂiuﬁ’m%ﬂma

17; NA oceD. /3 95{39
' DUUNSY 3734:1/1 .Vl @OE00_ ¢

b ADIAL 'ng\gé/ NI
0 fuAU &g A
- oy UfeE
1584 Usuﬂawaﬂmmmm‘swnmamiﬂmwmmammummabmwmuaﬂawmg]mmmi}u """""""""
Y8 M9

maa‘l‘z}mmum‘lmwaq

Seu  aSufnsuduasuannsal » / UUNIUASS

[ dheuswsimnly

40 7 1A oceb.lo/ an 841Ul e uNTIAY bdoo
a7 71 NA oceo.le/1 ae a5TUTl o UNTIAL bEoe

13

AGRN muwam 7 1A oces.lo/1 dor aTTUT bo fusity odoe

9

na 1 1A oceb. /1 g avtuil bl nuATLS besls
NaN ¥ NA oden.lo/2 bam aTiuf be HunAl beoe

9198 . wilsdonsutiylinans dau
NaNe AU

L Sp Sh

& vilsdansudny

7

dadandiy  wwmmadiunisidndieaien Bortezomib daudld Multiple Myeloma USuUgensan m)

=g £

PIUNUIFONE1TY @ - @ nsudTnansldmmuandninusinisidngtearsnuineiuia

@

b 4

dwmiufthelsausiSuarlainineddndudeddoifelddegs uassniunisufulgmdninms
fnansneteenies i

ﬂiuﬁm%ﬂmawmmum's YDIIEUI Lwaiwwﬂwlmumﬁnmwmmaamwmsam _
Lmzuﬂsmwﬁmwmﬂ%u Faifu oS el & 153Ans (o) uagsinass WHIWSENEEE M
Ruertainsifleafunssnemenuna we. eees wasindluiudy asuAnsulgdnandealdiuneusiune
MNIFUUNTIINNTNTENTIINTAS %aLﬁumsﬂ%’uﬂsaL‘@‘@uh%’aﬁa%’iumaﬁmﬁaﬁwﬂuimams
\OnanensedninemetuiadmsuivaelsausSwarlafinines (ssuu OCPA) 596n1581 Bortezomib
miﬂﬂumssawm L‘a’ﬂISﬂLﬂJﬂLaaﬂ‘U’l’J"UU(ﬂ Multiple myeloma s1gaziBenusngaiudsiidande
il Wiinalévsdudmiudrinsmenutaiifatudussuil o unsia eeos Wuduly

=3

= =4 veow vy wvaddd v a4 awa
JaSpanieluseniu wasuwd i wihfadetedsu]iRsel

nguimNTYUIUAGY | oo
tu WAoo i vauansANTude
LY. onnin 3 2 H
i
d oy A bdbd

0N, wdvd

(WWaInNaeT AuRniin
R asudnsuUyBnans UURsmwnsumu
) STUURTINIINTENTNNIART

nevEdARNIsTNEINEIUNG
naunuuleuiwaadnisinvme g
3. 0 bebs dooo §8 bR&o
N385 o belod dede

s, - ol
'ﬁg nsuutgvnam

The Cormptrolier General's Departmont

e



Randaudae

uu’JVI'Nanﬂ’l‘swml'lElma'l Bortezomlb Yousld Multiple Myeloma
(Usuﬂseﬂim 3 muntleFensudydnans @ fi nA 0416.2/2 1551 aeTudi 20 Suray 2565)

e

1. syuvaydinisiiniteden

Wvoeyliinisidndredien Bortezomib a1nssuy OCPA dawrinisinu Tnslvaaiunguia
amzilouwmd e uavdsloyaseasidonmsdnwimilusinneaitimun (Protocol BTZ-MM/AMY)
2. AENURYDIENTUNNUA

Lﬂu‘[iawmmawuﬁnan1wmmum‘siﬂmma hematopoietic stem cell transplantatlon
wsauJuTsawmmamLtwwaLawwvmemumvui’ﬂuma 3 LLavuLL'wwsJLawnvmaawﬂaumwsamvs'smu.a
‘sﬂm{]mmwsmammmmvmmwnismau/mamssnm saumummaumanu‘lsqwmmamﬁﬂamw
YN INISThwaae hematopoietic stem cell transplantation

3. AuanUAvawWndins3nen
Lﬂuuwmwmmﬂmzyﬁ)'ﬂmwuaaaaummmwummnLtwvuaamlummiawmwm viioengsmans
lsaden mﬂgumwu‘luamuwmmaﬁlmumsaum’luma 2
4. inueinsidede
¥ o - o [ aa  wr 5 ¥ w -z?
4.1 fesfiteulymerddnanuinasinisiadens 2 Yedwielud

4.1.1 Clonal bone marrow plasma cell 210% %38 biopsy proven bone lesion %58 extramedullary
plasmacytoma

4.1.2 Myeloma defining events (MDE) wuagstios 1 fesueluil
1) wu evidence of end organ damage Teladendaseluil
® Serum calcium >11 mg/dL %38 >1 mg/dL higher than upper normal limit
® Serum Cr >2 mg/dL w3a 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

2) wu biomarkers of malignancy ¥eladantalud
® 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 wugilninan159$39 conventional cytogenetic U84 deletion 13 Wag FISH cytogenetic
U4 gainlq, deletion 17, t(4,14), t(14,16) AeulSunssnw




5. wéngwiidasfiiousznaunisifadelsauazinarunisne

5.1 MsENUTEIR M599979MY Nﬂ’lii“U{]ﬂW]'\‘UBQNU’Q‘EJ AMYUATEEEYBILSA LLﬁ“T"‘ULLN‘LIﬂ'\iiﬂtﬂ

NALY

5.2 mimwﬁuﬁ’m Toun CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 Msasraniay luA serum guantitative immunoglobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain iedfade waEyn 3 ey

- 5.4 Fitm bone survey

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

cytometry

6. inugiausiAnisidndnen
6.1 I‘ummamﬂu transplant cand:date Wil¥en Bortezomib based regimen Wiugnwunuusn Inglvien
gn3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 Tunsliilfenluuds ¢ oycles wudniimanauausdlasnma partial response (<50%) @136
U%IULUE%EJUQWEEN Taeifia Thalidormide \Jugnsen Bortezomib + Thalidomide + Dexamethasone (VTD)
uarldlAliiiAu 8 cycles (Humauanasl cycle 7 1 vas Bortezomib)

6.1.2 nsdiftdenlunds 4 cycles wuiiinsmevaueLuy complete response 58 partial
response uaditlamnsavi ASCT 1ef annsolviendeldliiiu 8 cycles (TuReusnasie cycle @i 1
284 Bortezomib) S¥wi1958n15%1 ASCT

6.2 'lwgﬂwﬁ U non transplant candidate 'Lﬁmqm Bortezomib based regimen 1 ugnvuiuusn
Inglviengns Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) 38 Bortezomib + Melphalan + Prednisolone (VMP) 4lélaiAuy 8 cycles

Tunsdifldorluuda 4 cycles nuiniinspevauadldsni partial response (<50%) &11190
Usmﬂaauamm vy gasusmiu VD mmmﬂi‘ummﬂu VCD w3e gaswsnidu veo Ysudu vid
LLa"lﬂmllLﬂu 8 cycles (u‘umu.ﬂmﬂ‘n cycle i 1 veq Bortezomib) LLaJL;JLLuwu'm’lﬂ‘v Thalidomide
\Uu maintenance therapy

6.3 Midusdausiouuil 2 Fuly luffthefifinsndufuvadlse munasinsidedbveddselude 4
Iuw::ﬂwﬁ‘lmﬂa‘lﬁm Bortezomib w1riau w3e inumevauBe Bortezomib lisindn partial response
warlinsnduAuveslsandmyasiu 6 ieu Tnelfergns Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) %138 Bortezomib + Thalidomide + Dexamethasone (VTD) uagldlalaifiu 8 cycles

6.4 Teydi@n1sliiiu consolidation 38 maintenance treatrent

7. YUINBIUATIZISLIANVDINITINE
TMEN Bortezomib 1.3 me/m?/dose $1unu 4 ada T 1 cycle Wlaliifiu 8 cycles
7.1 Transplant candidate @ns VCD, VTD, VD 13 repeat cycle ¥n 3 - 4 duam
7.2 Non transplant candidate g#s VCD, VD, VTD 4 repeat cycle NN 3 - 4 dUav drugns VP
¥ repeat cycle n 5 - 6 dUavt




8. uumNIsUTEuNaNIsS e
8.1 Willmsusziliunandsldanseud 4 wazduganissnun
8.2 Transplant candidate TfinsUszidlu hematopoietic cell transplantation (HCT) — specific

. X 1 2y P . L. r- v oo o
comorbidity index ¥)n 2 SOUYBINIT VLN Ltaztgﬂaamléf partial remission YulU Tdedavi autologous
stem cell transplantation (ASCT)

9. inugin1TRYAEI
9.1 ns6l transplant candidate
9.1.1 linauauawanisinw Tnedl progressive disease (nsdifinisifiunisld Thalidomide
Tigmaneuauemdanislden Thalidomide ud)
9.1.2 formsilumamddldsunisine Tnsdsuidy hematopoietic cell transplantation
(HCT) - specific comorbidity index 1nnMws iy 4
9.2 N5l non transplant candidate

9.2.1 Liinauaussienisine Inedl progressive disease
vas P
9.2.2 lasuenasu 8 cycles mudifavu

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

Comorbidity Definitions of comorbidities included in the new HCT-ClI | 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
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 -
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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 metanoma 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

§0ne or more vessel-coronary- artery stenosis requiring medical treatment, stent, or bypass
graft.




