i NA oo/ LEAL nsuURIna

o
DUUNILIIUN b NVIU. @ocoo

E]O 5UNAY oo
A s £ - 1 1 L o a 1 = - dl o
1599 Uquqwamnmv?msmnmaminmwmmammu@'ﬂaa‘[smm%quas‘lawmwmmmtﬂu
v Y da g
aosltenianlidnegs
ey Udansens 85UA drsemsdania 1auisnts d8mnens e5nsud AIINIATIRUUKUAY
JyrMsFinsIalii EBMI8NTAn TNV IATBINNTIUNS

eXe

§1ufls . wilidonsutiyBna sufign 7 nA ocenlo/r mn AUl e 1N5IAL boe
o. niidensudiyTnats suflgn 7 nA ocew.o/2 me ATTUT e UNIAN be&be
o. wifsdensutiyBnans shuflan 1 nA oceblo/1 doc atiufl bo FunBy beve
< wifsdonsutiyinans 7 nA oceble/2 c& asiufl b NuANLS bl
& wiiidensutnydnats 7l nA oceblo/r bam asiufl b A beoe

oy o - ' ' = E ' 2/ A s 5 o
dwdawnniy  wumeinumsiinaneden Bortezomib 9audld Multiple Myeloma (UIuU§ATIN o)

o o v b o o @ L3 a ' -
Aumiladendeid o - ¢ nsudginanlanmuandninasinisidnidigarinymeuia
LA < a a < o & v v ey L o = ar @ (3
dwmivgiglsnusiiauaslaininedednludeddeniialdinegs wazdniunisuuuandninusi
L J ) 1 J z
AanaaneEusalles Wy

o = - ¥ ' o v i o frd t
nsudRyinaniatsaIuas velseuin ebigUieldsunsinumeuiasgamunga
wadiUsEAVEnMINNTY AU BdEg IR A IR & 255AVI (0) UATITIAABY UWINSYIIUNaUE N
P v a < ) @ o a a a o LV | vas °
RuaTaimsineanunssnemeiuia w.a. bédm waznudluiudy ssuinsudgdnanlagldsuueusung
) - v ot @ - ' iy '
INTFUUATIINIINTENIIINITAF mLﬁumsﬂsuﬂqmau‘l*u*z’fam*iﬁumswnmamm’luiﬂsami
WndenssdrdnymerutadmiviUaslsauzsuarlafininen (ssuu OCPA) 51871381 Bortezomib
u <« - = - al ] 1 4
Mdlunsdnwusddsadiadensnyin Multiple myeloma $1888188AUIINHAMEINEIUINIEY
Y X va v w o 4w da & ¥ o 4 v
vl Tiillnaldvsdudmiuarinumeiuraiiiatunsudiuil o uns1an eeos Wuduly

= o < vowy waddd v a4 o awan
FaFsunnielusansu wasuwdsiiwimnineedisuussely

YARANIAILLUDD

4 VB rfin
(UWEANINAYT AURLAEIN)
asuUANIuUYINaW UJuRswnsunu
$RUUPTIININTENTHNIANY

NOIATARNITINWINGIUNA
nauuLlevgaiadnshvIneIua
3. o el sooo D bado
5815 o bebe deds

IEE nd asyunuBnalv

The Comptroller General's Department




Aefidaunde

uuIeiInunsiindneAnen Bortezomib tausld Multiple Myeloma
(U3uugensail 3 mauntiedansuiny@nans @ na 0416.2/2 1551 aeuil 20 Furau 2565)

1. ssuuayianisiindreAen
Wveayilfnisiinidiea1en Bortezomib 3ns¥uy OCPA fiauvinmsinm Inslvanuneiuia
\ o d °
amuouwwnd fie wavdieyasasiBsamsinwmulusinreaiirivun (Protocol BTZ-MM/AMY)

2. AMENURAYBIANIUNEIUTA

Wulsawerurafiddnenimdmiunissnwadae hematopoietic stem cell transplantation
viadulsmennaifiwmdiamenemiissylilude 3 uasiumdiawemenndudmisussimugua
Snndgmunsndeuiionsaniannlsauas/Miensinm saiinsdeusedulsmeunaiidnenm
YBINITIWINISSNIAE hematopoietic stem cell transplantation

3. guanUAvaUWnggHin1Tinm
HuwnmddiFsmaildsumidesyifvieyditnsnnumeanilumulainine visegsmans
Tsaiden FufoRmiluanunsuiailédsuniseyiilute 2

4. \neuein153tede
4.1 Fesfideulonenddnauinasinsifedets 2 fedweluil
4.1.1 Clonal bone marrow plasma cell >10% %38 biopsy proven bone lesion ¥38 extramedullary
plasmacytoma
4.1.2 Myeloma defining events (MDE) wusghaties 1 dasseluil
1) WU evidence of end organ damage Teladewilsasioludl
® Serum calcium >11 mg/dL %58 >1 mg/dL higher than upper normal limit
® Serum Cr >2 mg/dL %38 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
w30
2) WU biomarkers of malignancy telatevilsvasioluil
® 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 wuztviinan15m$29 conventional cytogenetic 484 deletion 13 uag FISH cytogenetic
84 gainlq, deletion 17, t(4,14), t(14,16) AeuBun1ssnm




5. wingwildasiitieysznauntsitadelsauazfinaunisinu

5.1 M3tnUsedR asreseme fnsseylgmaesdithe vuaszovvedlsa wasseyununsing
fidaau

5.2 mimmﬁugm 9un CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH, and beta-2
microglobulin

5.3 N13nsI9fiLAY LAln serum quantitative immunoglobulin, serum protein electrophoresis,
serum immunofixation, serum free light chain dleitade wagn 3 oy

5.4 Film bone survey

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

cytometry

6. nauataysidinasilngden
6.1 'lubj:{haﬁﬂu transplant candidate Tldfen Bortezomib based regimen ugnauuusn laglvien
g»3 Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone (VCD)

6.1.1 lunselfildenluuda 4 oycles wudniinsmeuanesldsiinda partial response (<50%) aminsn
U%’ULUélﬂuqmim Tneiii Thalidomide Lﬂuqmim Bortezomib + Thalidomide + Dexamethasone (VTD)
warl#laliiviu 8 cycles (Humaudnasti cycle 1 vas Bortezomib)

6.1.2 nsdiildenluudn 4 cycles WUIEHN1IABUAUBILUY complete response %38 partial
response wdlianunsavi ASCT 16 annsalifonseldliiiu 8 cycles (Mumaudnasli cycle 7 1
¥4 Bortezomib) 5¥wi1958n15%i1 ASCT

6.2 Tugawiidiu non transplant candidate Wingns Bortezomib based regimen Hugnuunuusn
Tneiengns Bortezomib + Dexamethasone (VD), Bortezomib + Cyclophosphamide + Dexamethasone
(VCD) w38 Bortezomib + Melphalan + Prednisolone (VMP) lalalsitiiu 8 cycles

Tunsditldoluud 4 cycles wuinfinmsneuaueslésinia partial response (<50%) a1wnsa
Usuwaeugnsen wu gaswsnidu Vo anansaufuidisidu vep wie gasusnidu veo viudu vip
waglglalaiiiiu 8 cycles (FumaudnisT cycle #i 1 v84 Bortezomib) uazlaiwuzrinasld Thalidomide
Wy maintenance therapy

6.3 Wiusdausivunnd 2 uly TudhedifinsnduAuvedlsa smunusinsitedovedlselute 4
Tugftuitliinelfen Bortezomib arieu wie insnauausse Bortezomib laisnda partial response
wagiinsnduAuveslsandagaeniu 6 (e laslviengns Bortezomib + Dexamethasone (VD),
Bortezomib + Cyclophosphamide + Dexamethasone (VCD), Bortezomib + Melphalan + Prednisolone
(VMP) %38 Bortezomib + Thalidomide + Dexamethasone (VTD) wagldlaliiiiu 8 cycles

6.4 waqﬁﬁmﬂﬁlﬂu consolidation w38 maintenance treatment

7 5 1]14’]ﬂﬂﬁuﬁ:i&’ﬂ#t’]ﬂﬂﬂﬂ@ﬂ‘ﬁ%’ﬂﬁﬂ
YUINET Bortezomib 1.3 mg/m?/dose 91U 4 ﬂ%\‘l Tu 1 cycle Tolalsidiu 8 cycles
7.1 Transplant candidate gas VCD, VTD, VD T repeat cycle vn 3 - 4 damt
7.2 Non transplant candidate gns VCD, VD, VTD 1w repeat cycle n 3 - 4 dUa ?i’mqm's VMP
Wi repeat cycle nn 5 - 6 dam




8. WUIMMINSUSTEIUNANTSSNE
Vel - o ¥ - nu a
8.1 Wilnsusuifiunandalaenseud 4 uagduganissnwm
8.2 Transplant candidate Twiin15Usziliu hematopoietic cell transplantation (HCT) - specific
L 4 v = . : ¥ 1 w o
comorbidity index vn 2 58UTBINT VLN uazqﬂ'wv‘ﬂm partial remission ¥uly Tidssavin autologous
stem cell transplantation (ASCT)

9. INQUIINITNYAET

9.1 N3¢l transplant candidate
9.1.1 lilnevausenisinw Tnedl progressive disease (nsdifin1siiunisly Thalidomide
Wignisnevauemaanislyen Thalidomide ud)
9.1.2 fomsvialuiaramdalasunisdne Tneuseidiu hematopoietic cell transplantation
(HCT) - specific comorbidity index snnnimiawiniu 4
9.2 n3tll non transplant candidate
9.2.1 lainevaussrenisinw laedl progressive disease
9.2.2 [#3uenAsu 8 cycles muiifvun

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%

Inflamsnmatory 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-Cl

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

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



