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a. Imatinib ldlun1ssnyuiiadiadEonuaeiia Chronic myeloid leukemia way
¥l Acute lymphoblastic leukemia, Ph+ uasuzi3saldwiia Gastrointestinal stromal turmor (GIST)

. Nitotinib TilunsinwmidusinEenvneiia Chronic myeloid leukemia

o. Dasatinib 19lunsinwuzifadiadeny1avin Chronic myeloid leukemia wa
7in Acute lymphoblastic leukemia, Ph+

& Rituximab 1lumsshwusiedomiuniswiin Diffuse large B cell lymphoma,
Follicular lymphoma, Mantle cell lymphoma, Marginal zone lymphoma uazuziSasindenyn?
#in Chronic lymphocytic leukemia

&. Bortezomib Tflums¥nwuzifadaions il Multiple myeloma

. Sunitinib TlunsSnwueiSednldedn Gastrointestinal stromal tumor (GIST)

o. Trastuzumab lelunsdnvusiSaiusssesSudutassvosunsnsz e
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WUANNNISAINUNISLONITAE1 Bevacizumab
Tulspuzseanldlvy seusuwsnszane

eulvvanisidinden Bevacizumab
1. Wuenwunuil 2 second line therapy) Tneldsasiiugaiiviauunud 2 (second line chemotherapy)
vielfidurumuslunsaiiflsandudivdniely 6 Wou vimganisinviasudaoividalunsing
usSedldlvnjsyazunsnvars TaofiGeulunsuynde duialui
1.1 dedinamansianiameisivemameiSadildlg
1.2 fivdngrumsussiiusvezvaslsaindussezunsnszats nUsed® n1snsaas1ane nsesa
afsdiiads wiensasramane dinen w dumiiifinisnszatevedsa
1.3 finsfuduvedlsa InsussdiunnnusesTsaiiudu vuafeulnty
1.4 goaduftoiiliirelsifue Bevacizumab unray
1.5 fanmshamefiudause ECOG 0 - 1 lawiivdngumivayuannisussdiumendiin mamsiesienie
n15UsEliy Activities of Daily Living (ADL) a8 Barthel ADL 1nnni1 #3awiniu 12 auienansiuy
wagdswuuvlasi Barthel ADLscore fladliumdesiudiunvsadoude
1.6 fseulsailaunsnusaiiunanisinuile
2. devuvainisinenen
2.1 anmwghe ECOG 244 uaglufflhefil significant comorbidities fimssnwiliannsafiunmnm
¥in 9y nquU bed ridden, severe dementia fUhsfilianusadeatsiieuensinislsa
vieemsthafssiinannissnuls
2.2 @wnnin 75 U
2.3 hiewiiensldon Bevacizumab Wugniien vielduiveies Fluoropyrimidine derivative
2.4 hisyliAinslden Bevacizumab Wugnwuui 2 Tudtaefiagldsueniintouuds
2.5 hiwuzthnsldenngs Anti-VEGF vundu Tuffiheiiagldsusmuutinnou ielummanduiy
hiuuzrinsld Bevacizurnab ugftaufliagléfuen Anti-VEGF munuBunriou iewnlifidayadn
wiinuselon
3. MSARMUTEWINNNISSNW
3.1 Banumatiafesfiinnnnisine wavanaasadoieunisieneiivadn faensdnuseTs
737931908 LLaxmwmaﬁaquﬁﬁ’ﬁmsﬁﬁiuﬂudaumﬂﬁmLﬂﬁﬂwﬁ'mnﬂ%
3.2 Usniluwan1s¥nw yn 8 - 12 &Uami mamnasgrumssnm
4. Yuweikui
4.1 Bevacizumab 5 mg/kg neaniavasaiiond saufugnseaiithta FOLFOX w3a FOLFIR
vn 2 &ami (Dugmsenfisneningnseryurtinsnigihseeldsuinten)
4.2 Bevacizumab 7.5 mg/kg MEANIIVASAEDARN mnugnseuafivadn CapeOx v3a Capiri
vn 3 &ami (Dugmserfisneningnstuiuisniifasieglésuinou)
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5.1. limeuauasiensinunainnsnsanuseslsafinniu wiefeuruialaty 99nn15RsI95an1e
wasFedItady

5.2. finathafsanine
o nmzmshnuetiadeas (serum creatinine >/=1.5 WinwaarUnG wie Creatinine clearance

</= 50 m/min (by Crockroft and Gault formula) #3881 proteinuria >1000 me/dL

® Thromboembolism %38 abnormal bleeding
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BUINIINISAIAUNITTNTBAIE7 Bortezomib Tulsa Multiple myeloma

A0TUNBIUIA

1.1 Wulssmewnadiifnenimueanislinissnuisae Bone marrow transplantation w3eiiu
Tssmerurafifivendianisnaiulaininet wagiinsideuserulsmetuiadiidnenn
Y2INTINITINW e Bone marrow transplantation

12 Tsangwraniddnenimesinislin1ssnuisae Bone marrow transplantation léun
lsaneruiaaiuasuns Tssmeuiagaraiuasuns 1sameruianssuingnat lsameiuna
Man5ud TsaneuiayniaInsel aniniwialne lssweruiadssne lsameiuiaumiinends
wsms lsmeuiaumaauasifedvdlsweuiaasswanduszase uazlsameruanialug
dwiulsameuraiiiiimanist Lm’lﬂag’l,usw%ﬁ TfveLfisan

INFINTINNY

2.1 azdaudu Active (symptomatic) myeloma Wiy uazi clonal bone marrow plasma
cell 210% Faudoladonisaselud
® szeiy calcium >1me/dL ﬁqoﬂi’lﬂ'ﬁ upper normal limit
® Renal insufficiency Cr >2meg/dL w38 Cr clearance <40 mU/min
® Anemia Hb <10 g/dL %38 >2 g¢/dL below the lower normal limit
® One or more osteolytic bone lesions on skeletal radiography
® Clonal bone marrow plasma cell 260%

® Abnormal serum free light chain ratio =100 (involved kappa), or <0.01 (involved
lambda)

Yoyanidasiifousznauntsifiodelsa uasiinaunisinen

3.1 ﬂTi‘(]ﬂU‘Su'Jﬂ f1579379N8 Nﬂ?i'ﬁuU{]CUWW‘UE]\‘INU']EJ AVUASSY u‘UENT,iﬂ LLﬂuﬁ“ULLNUﬂ’)'ﬁ’iﬂU’l
wummu

32 msm'i’mﬁvugm Tawn CBC, BUN/Cr, electrolytes, albumin, calcium, serum LDH
and beta-2 microglobulin

3.3 pasmsaniiAY laun serum quantitative immunoglobulin, serum electrophoresis,
imrmunofixation, serum free light chain

3.4 Skeletal survey

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

wnauan1siinadnen
4.1 1idugrvurunsnluduan Active (symptomatic) myeloma ﬁﬁmw’hn’h 65 U wazil
WHUNTTTNWI928 Autologous stem cell’ transptantatlon (ASCT) Tidniau U3 0lluNUN1TdIRD
franuneutaiianunsanwdag /ASCT wsauuuwnu,mumisnmmnanaﬂutw silyu
TneiiGeuludwaluil



o lifilsasime comorbidities fifinanagunin uazsiliRnauAsunniuaInisnig
$nw MM iy nglameies duuds ausaden saladuwan (LVEF <50%) ARGHIRTNTEN
Wusu
® il Hematopoietic cell transplantation (HCT) - specific comorbidity index Hiagnan 4
o Juifiusunsisalyien Bortezomib
6.2 Mduns¥avisuiuludasidu Non transplant candidate Tnsanunsalignseniisl
Bortezomib 9un31@n Cr #1nd1 2.0 me/dL uaz eGFR 11nn31 30 mU/min. Tnglrldlaiiu
4 cycles laun
® 915N 65 U u3ail comorbidity index snnndvIaNGU 4 uay
e iilmnefiAnan Multiple myeloma Tagil A1 Cr wnndw3ewiniu 2.0 me/dL uay
eGFR WagnimIawiiu 30 mL/min.
4.3 lyioyd@Anstiidu consolidation 38 maintenance treatment wdavin ASCT
4.4 1ifugnrvuiud 2 w3 salvage treatment éauﬁ'umLﬂﬁﬁwﬂ'ﬂmﬂslucjﬂqUﬁmalﬁ%u ASCT
wazil remission aguuMAUNTY 1 U du@ﬂwﬁﬁama‘lﬁ wsaliiagld Bortezomib snau)
wazdetagluitoulyes transplant candidate auiiszylude 4.1

YUINYILATTZULIATUDINITINEN

5.1 14fen Bortezomib 1.3 me/m’ sy 4 pdalu 1 cycle 59U dexamethasone + cyclophosphamide
lnglii repeat cycle vn 3 - 4 dUa1vi 1Wudwau 4 - 6 cycles

5.2 A3AmuIuTIAe Bortezomib dnluustazass Tidnmusiuau un. Aldese

LL‘u’J‘VlNn’liﬂiztﬁuwan'ﬁ%’nﬂﬁ

6.1 Q’ﬂ’m‘mﬁ partial remission Fuld Wreadavin autologous stem cell transplantation (ASCT)

6.2 iin1suszidiu Hematopoietic cell transplantation (HCT)-specific comorbidity index
VN 2 59U IEN

\NOUTIN1IREALN r——
7.1 wan1sinw ladsenin partial re;r,ni'és;‘ipn-»wé'ﬁ_cyde_ iia
7.2 a'lm'iﬁ"’ﬂﬂLaaadwa"’dlﬁﬁ'unﬁsi'hUﬂ' Inedswiiiu Hematopoietic  cell  transplantation
(HCT)-specific comorbidity index yanndn 3
W



8 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 1

ventricular arrhythmias

Cardiac Coronary artery disease,§ congestive heart failure, 1

myocardial infarction, or EF <50%

Inflarmmatory Crohn disease or ulcerative colitis 1

bowel disease

Diabetes Requiring treatment with insulin or oral hypoglycemics 1

but not diet alone

Cerebrovascular Transient ischemic attack or cerebrovascular accident 1

disease

Psychiatric Depression or anxiety requiring psychiatric consult or 1

disturbance treatment

Hepatic, mild Chronic hepatitis, 1
Bilirubin > ULN to 1.5 x ULN, or AST/ALT > ULN to
2.5 x ULN

Obesity Patients with a body mass index > 35 kg/m2 1

Infection Requiring continuation of antimicrobial treatment 1
after day 0

Rheumatotogic SLE, RA, polymyositis, mixed CTD, or polymyalgia 2
rheumatica

Peptic ulcer Requiring treatment 2

Moderate/severe | Serum creatinine >2 me/dL, on dialysis, or prior 2

renal renal transplantation

Moderate DLco and/or FEV1 66% - 80% or dyspnea on slight 2

pulmonary activity

Prior solid tumor | Treated at any time point in the patient’s past 3

history, excluding nonmelanoma skin cancer

Heart valve dis Except mitral valve prolapse 3

Severe pulmonary | DLco and/or FEV1 </=65% or dyspnea at rest or 3

requiring oxygen

Moderate/severe Liver cirrhosis, e 3
hepatic bilirubin >1.5 x ULN‘,' or_AST/ALT-> 2.5 x ULN

§0ne or more vessel-coronary artery ster'ios,is'" req_uiring“medical treatment, stent, or bypass

graft. .
d’/



WUINIINTIAINUNISLTNT18AIN Dasatinib-CML

Yusld Chronic myelogenous leukemia (CML) #ildianunsald Imatinib/Nilotinib 16

« < v v . v oo we v e
wrvduazanune uaiineansly Dasatinib axsesisvuuayiinislien anmiRvesdnunsiuna
wazAuEIdRveunmddintsine Wuluaudidmualuwumanisiiunisiden Dasatinib Tudny@umsn

WAIgIH (2)

1. inuiayiRinslden
1.1 GEUJUﬁaaaz\j‘luamwi’mmﬂﬁwaaumsﬁaﬁ Eastern Co-operation Oncology Group (ECOG)
performance status faust 0 §9 1 M3eii ECOG 0 - 1) Tunseif ECOG performance status 2 - 3 vy
eadunaninlsa CML 1es (Lili91n co-morbidity fu)
1.2 Midusrwuni 2 defimstiuredsauasillasu imatinb vnszey chronic phase lUgsve
accelerated phase %39 blast crisis
1.3 Tddusrvurui 3 Ty chronic phase CML ilalineuausasiasn imatinib wag Nilotinib
AudNUABINUeINTgaeT Nilotinib (Ya4) Tuienansuuamaifunislden Nilotinib-CML
1.4 s599nUBu mutation inesa Imatinib uaz Nilotinib warlinuduiitesesn Dasatinib
2. vunefiuuzi
2.1 Dasatinib fiuuzti 100 - 140 mg sifu

2.2 Vanaumsidng afaay 1 @ou Tu 3 wleuwsn wachithunsiay 2 Wou luidiousian U

3. nsARAIW/NsUsTiunanisShen
3.1 {in1s9nUsedR m339319018 @993 CBC n 1 wieu Tu 3 1ieuusn auninagld complete
hematologic response wé’amnﬁu'unn 3-6 DU
3.2 m379 cytogenetic Uaz/w7a BCR-ABL gene Tny RQ-PCR
3.2.1 #9799 chromosomal cytogenetic Lﬁaﬂixtﬂu cytogenetic response vn 6 Wiauaunin
3¢ld complete cytogenetic response wé’amnﬁumsmﬂsz@unn 19 uazesrasioaaden
geydunsnauausIiensiny (hematologic %30 cytogenetic relapse)
3.2.2 9579 BCR-ABL gene Ing RQ-PCR W 6 Lilou

¢ v - v 2 o W &
4. inusinswgaen ingagiionsiawudeladeniafreluil

4.1 flwaglunme terminally ill .

4.2 3ilel complete hematologic respons‘é Tu-3 1fiou Wip Ph+ >95% %3
: | ' -] - 1
3;;/



4.3 Wl¢é major cytogenetic response Tu 6 \iiou (Ph+ >65%) Wio BCR-ABL gene >10% W3e

4.4 hilel complete cytogenetic response Tu 12 oy (Ph+ >35%) W38 BCR-ABL gene >10%
L1ilé complete hematologic response Tu 3 figy

4.5 ms1avvEu mutation nanawn

4.6 \Argnydun1iy complete hematologic response

4.7 wanla complete cytogenetic response wda fian1e cytogenetic relapse %38 BCR-ABL
gene >1% 2 Afaaiiloay laerinsdseann 2 LFiou

4.8 Lﬁﬂiﬂﬂiﬂmlﬁwna5u%u'lu|:3fé%ﬁfr"Ph“lfé‘dglpﬁi'a_.chromosome positive

4.9 a}ﬂwhjmmsnwuoiamn'ﬁlﬁjw‘iaU}:a\;ﬁ_ﬁhﬁﬁl-ﬁf{ﬂﬁ

RLR N

v\ P
\ Y [ = '
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WUININFANUNISIINTBATET Gefitinib TulsANsITIUBATSBEUWINTZRNY

Housldvaen Gefitinib dseluil

1. fadinan1snsnamanedinerveansiiauensiin Non-small cell lung cancer Taufiuiinisnsiany
ANUERUNAYDIEY EGFR Tuiladovsaiwadizigmso DNA Tunanauvesffie wiafifimnulsde
n lsmauauamamnauu LU EGFR exon 19 deletion, exon 21 [L858R] substitution mutations,
1861Q w3e G719X imsldlunsdifinnufauniivestu EGFR Wuwiiaihineuauaasion 1wy exon 20
insertion ¥3a wu T790M sghaifien Tneiitaudldmalui
1.1 Tdugnvunuusnlugielsauziievantiin Non-small cell lung cancer szazuwinszaneuie

nduiliugh (metastatic or recurrent disease) wagfisaslsafansausziiuly

1.2 Mduenvund 2 uay 3 Tudheiinnsfiueedlsn (progressive disease) vdtlauuaiiva

2. lioydiEin1sldeangu Tyrosine Kinase Inhitor (TKI) wunuil 2 vi3e 3 Tutheillineuaussiosn TK
YUTULINUED
faedesegluanmiluause ECOG 0 - 2 nadiflidiu ECOG 3 Foaufunnsifnnnlsauznien

4. hiuuvﬁ'ﬂﬁm'[uﬁﬂwﬁﬁ significant comorbidities ﬁms%’nmhjmmmLﬁuﬂmmw%‘im uavinlv
Wanat1ABIINe 1oy 'l‘umlatm severe dementia with bed ridden *ﬁsamdwﬁluamﬁnaaaﬁ
Lwa'uanmmﬂ‘mwsammsmammmnmmnmssnwﬂﬂ

inueinsUszdiugaeszninamsine

1. Ussdivanmgthemannnsgiudvndw vn 1 deu Tugie 3 Wouwsn Tiun Yufinernts msnsinstenie
Hoygmuesdie waznathadsaiifinainnsinw |

2. dsmdiumamsinen 2-3 deu msldnanisinwideu 3 Weudeldlunisuaeyiininidndneen
afiioly

vuAeTuuz

1. Gefitinib 250 Jladnsunaiu

2. Lipylfliiinsldun Gefitinib iundnwunaiiuuzih wiinsliobilduavielsrananturasldond
250 dlaaniusioiy

3. Uinumadnet afias 1 weu Tu 3 Weuusn warhiiuadiay 2 oy Tudiousaq U

nuinsvgaelvivgne Gefitinib onsanudaladeniafsolui

1. fiwiilineuausienisinw {u progressr\/e drsease smnunsmwﬂu localized brain metastasis
wazliill extra cranial progression

2. ienadradssaneitguusesedy 3 - 4 Allashaonuasls

N



LONE#15UIENBUNIIATITEDU

1. EﬂLu’IL’J'd'i.vLUEJUGNLLWLSlJﬂ'l'i’JUi]QEJI'SﬂNuL‘NUaﬂ Usznoume Yufinguasuaniissyitdmaneues
mssnmuavumumssnm iaunmﬂmsmwmLmuau'lwnuww Yuvinnseingn (61il)
SIBITUNAVINEN ST v 3'mmwamso1-m EGFR
swumuwamwmawwasqauuaauimuiqﬁ;xwwu

%



WUINIIATAUNISIINTI8AEY Imatinib-GIST
Jausldvtin Gastrointestinal Stromal Tumor (GIST)

wivdiazanuneaiseInsld Imatinib awspiszuveuliinislien auaiiRveswEnuneua
wazAnaRvanmdfinnsiny Wuluaufidmualuwamensiiunslie Imatinib lulgBemean
W@ 2(2)

1. nu9in1sItadelsa GIST
1.1 fesdinanisasiavmane et wioutunisiou Immunohistochemistry (IHC) @e KIT (CD117)
3D DOG-1 positive 30 N3l IHC KIT wag DOG-1 Wuau feail c-KIT v3a PDGFR-OL mutation

2. inusteysliinslinAnen Imatininb lu Gastrointestinal Stromal Tumor (GIST) leud
2.1 Miugnwununsn Tulse Gastrointestinal Stromal Tumor (GIST) szazanaitrindalaile vie
fimsnseanevealsa
2.2 Tunsdifiduszosananuuazneuausweenausiidinaanisivin annsafasunly imatinib dele
lifiu 3 ¥
2.3 lipudfFlunsdivasmsinwaiy wislifiseslsaiianunsaiavioussdiule
3. INUAINITNYALT
3.1 il progressive disease 9E199ALIY

4. vwmefiwuzti
4.1 Imatinib mesilate 400 fiadnfusieu wazuSuliiiofanatnados
4.2 laioyi#liiinisléen imatinib mesilate liundvnafiuuzth (400 fadn3usoTu) wibiinishie
Lildnaviselsrananudusarldondl 400 fadnfuseiu
4.3 Usnunsdne adas 1 deu Tu 3 Weuusn wagliviuntias 2 Wou lufeusio T

5. n1sUsTiUNANISINEN

5.1 §insdnusyiR aeianie Svansasamaiesufiinsdsuiu wn 1 deu Tu 3 deuwsn
wEaniuyn 2 - 3 Weu

5.2 Tiusadlunanisinevn 12 dUat Mensdnused® nansiasnenie nsnsianeadidedy
fannsataruinvaaiietenls 1y computerized tomography (CT) 3 magnetic resonance
imaging (MRI)

5.3 AI3ITYHANIINOUAUDINNE SWOG (south west oncology group) W38 RECIST (response
evaluation criteria in solid tumor) criteria

5.4 'Lun'sruwuam'smswmeiqmwmwwmaEJIaﬂ'vu'm'lw:y'umwmmwua'ﬂm (luifiu 25%)
Tuvoue wmwuqamanaa wonail uwnnddSnyaannsafiaianmgant wisliandedn 2 ey
wazvnsasRg ety stable diséase ¥30 progressive disease

|

e



WUINIAINUNITLUNIwA1EA Imatinib/Dasatinib

Jouslt Acute lymphoblastic leukemia wiin Philadelphia chromosome positive (Ph+ ALL)

< -l v v . . - v s 9 v we
WHWNELAEANTUREIUIANABINTG Y Imatinib/Dasatinib "USVIENUTL'UUE)L‘IMVIH'WL‘UEJ'] AMAUUATDY

anuneua wasAuantAvesuwndgitnisine Wuluaudidivualuwuinianis dadunisiden

Imatinib/Dasatinib TuUgy@uvanuviand a(2)

1. nueinisitadelsa
L1 dnsesanduidaden (CBC) uagn1snsaalunszgnny lymphoblast 220% 910N15a529805%
Morphologic assessment wa Immunohistochemistry %38 Flow cytometry
1.2 finmsussdiumnudsmiatiidowennsallsadne Cytogenetics of bone marrow WU Philadelphia

chromosome %38 RT- PCR for BCR/ABL Tikauin

2. inusiaysianisilnaen
2.1 nsdififiunuazyin hematopoietic cell transplantation
2.1.1 lﬂuﬁﬂwﬁlﬁﬁmﬁﬁﬂﬁ'ﬂ‘[iﬂ Acute lymphoblastic leukemia %t Philadelphia
chromosome positive (Ph+ ALL)
2.1.2 Wlgmiueuaiivnda HyperCVAD 31u7u 8 cycles SBNUUKUNITNEWIE hernatopoietic
cell transplantation Yuninaslunvssileulvdaiay
2.1.3 Tl Maintenance TKI 1{¥uaan 1 U wdann3vin hematopoietic cell transplantation
2.2 nadifiliannsovin hematopoietic cell transplantation
221 Tuanamguaitlianunsavithernatopoietic cell transplantation 1 191 1ganndn 65
wie Lifiuina Wudu
2.3 hiuuzihluiaeilil comorbidities 819 insinulsaundeiniudlivilfAnaunmdin
19U £U78 bed ridden, severe dementia 1{usu

2.4 annsnidenly Imatinib 38 Dasatinib Wugiwuiuwsn

3. arstinisustfiuanuyasniunoun1sRensuILLININISS e
3.1 nsmsrannaviesufuiinas laun CBC, BUN, Cr, LFTs, uric acid, albumin, electrolytes, Ca,
phostphate, HBsAg, anti-Hbs, anti—‘HBC—, anti-HCV, anti-HIV, chest X-ray

3.2 Myocardial function: MUGA scan’or echocardiogram.

{ oy

J



4. n1sUszdiunanissnen
4.1 wdan3 induction chemotherapy T#Usuiiiu hematologic response nely 3 ey waz

4.2 ysuilu Cytogenetics or molecular response N 6 1Ay

d L]
5. gAseInuuzn
5.1 nitiniiuwuazyi hematopoietic cell transplantation Usgnaunie

5.1.1 Induction with Imatinib

® Ty 1% cycle: HyperCVAD 57U Imatinib 600 me/d, day 1 - 14

® Tu 2™ 8" cycle: HyperCVAD $2uffU Imatinib 600 me/d, day 1 - 14
5.1.2 Induction with Dasatinib*

e Tu 1" cycle: HyperCVAD $23u Dasatinib 100 me/d, day 1 - 14

® T 27 8" cycle: HyperCVAD 333U Dasatinib 100 me/d, day 1 - 14

5.1.3 Maintenance

® Imatinib 600 me/day %38 Dasatinib 100 mg/day Tuszze1aunin 2l disease

progression
® Vincristine 1.4 mg/m? (max 2 me) IV monthly for 2 years

® Prednisolone 40 mg/m? PO x 5 days, every 4 weeks for 2 years
5.2 nseifiliannsovi hematopoietic cell transplantation
5.2.1 Induction: Imatinib* 800 mg/d w38 Dasatinib* 100 me/d 23U Prednisolone
40 me/m?/d day 1 - 30 (@unsalvisata 45 Yy iielvle complete remission)
5.2.2 Maintenance: Imatinib* 800 mg/d w38 Dasatinib* 100 me/d Tuszazsq unitawil
disease progression ’

53 Unnamadnen adey 1 Wowll 3 weuwsn uarbiiurdiay 2 dou Tuidiousias lu

[ 1/
{11

6. \nUSINITHYAY E
\ M,

6.1 ii hematologic progression "

\.



WUINNANUNISIUNTWAT8T Imatinib-CML

Yausld Chronic myelogenous leukemia (CML) 5282 chronic stable phase

wnnduasanumeIuainensld Imatinib wwieadissuueyiinsléon auautRvesaauneua

°

e v v ol o o w v . . v o« o
wazAuauURvemdghinnsine Wulnuidmualuinamanisifunsiden Imatinib Tudy@eman

y

WAIEIR 2(2)

L. wnaeimsitadelse fUliiunsaseiiedivintu cML Tussee chronic stable phase Tnefaansawy

3 =t

Yoviateladwiolug
1.1 § Philadelphia chrorosome positive Tngn1sn529/1838 quantitative chromosome study
bh)
1.2 §l BCR-ABL gene positive 1nan13m579¢878 polymerase chain reaction (PCR) %38 fluorescence

in situ hybridization (FISH)

2. nusintsaylianislden
2.1 Mduseunusnluguasilé3unisitadelsn chronic myelogenous leukermia (CML) Seae
chronic stable phase
2.2 'L'cTLi‘Jum*umuLLiﬂluéfﬂdUﬁlﬁ%Umﬁﬁﬁ]ﬁuisﬂ chronic myelogenous leukemia (CML) 5zo

accelerated phase %38 blast crisis

3. YUIRYILATITNI5 RN
3.1 CML chronic phase u1ae1 Imatinib mesylate 400 fiadnsusioiu
3.2 CML accelerated phase %38 blast crisis Uu1me1 Imatinib mesylate 600 fiadnusioTu

33 Yamnaumadngt astas 1 Wou Tu 3 Weuusn warbiifiunsiay 2 ey ludiouseq Tu

4. msianw/nisusedfiunanissnen
4.1 $nUsw iR a539379M8 1539 CBC n 1 e T 3 isuusn 3uninmzld complete hematologic
response Mﬁxﬂﬂﬂnﬁy'uvlﬂ 3-6 lfpu
4.2 7379 cytogenetic uaz/ /159 BCR-ABL gene 1ny RQ-PCR
® 7573 chromosomal cytogenetic LitauUsidiu cytogenetic response vn 6 1Hau UNINazla
complete cytogenetic response ug‘a’,@mﬂﬁ”’umwthuﬁuvm 1 U wagnmiudleasdodn
gryidunisnavaupwenIsSnw (hematologic 3o éy‘togenetic relapse)

® @399 BCR-ABL gene It RQ-PCR N 6 Liiay



5. INQUSINITMYAEN

5.1 liwu complete hematologic response (CHR) Tu 3 ifiou w3e Ph+ 95% wia

5.2 ailél major cytogenetic response T 6 1oy (Ph+ >65%) e BCR-ABL gene >10% %38

5.3 lilsl major cytogenetic response T 12 1§y (Ph+ >35%) e BCR-ABL cene >10% w30

5.4 Lﬁmgzyl.ﬁﬂmw complete hematologic response

5.5 wdnle complete cytogenetic response u& (inn1e cytogenetic relapse 38 BCR-ABL
gene >1% 2 Asueiiloaty Ingrisnnar ey

5.6 LﬁﬂTﬂibﬂWE‘JﬂUﬂﬁﬁu’z’?u'lm%aﬁﬁﬁ Pbita;d'éipht[é:xchromosome positive

57 Tanmisunnszuy chronic Wgsyes. accelerated:#3o blast crisis



WUININITNIAUNITIUNIwATE7 Nilotinib-CML

Uausld Chronic myelogenous leukemia (CML) #ilsignansald Imatinib 1

e

unnduazamuwe T aTideInsly Nitotinib sxfetiszuuaysiBnislden auauivewnnmenuna

e ‘o o o o K o w v & . q @ = L
wwvuanURvemvdivimsin Wuluasiimuslusuamamsiadunsien Nilotinib Tudyfemdn

WA 2(2)

1. wnsiaylianaslden euliAnislén Nitotinib Tu chronic myeloid leukernia (CML) Tnefnamsisi
L1 fhedipsegluanimsiameiineannns e §i Eastern Co-operation Oncology Group (ECOG)
performance status faust 0 &1 1 (il ECOG 0 - 1) Tunsdlit ECOG performance status 2 - 3 1u
soudunaainlsa CML 1o (Lilgan co-morbidity Bu)
1.2 Wilugnaunudt 2 Tulse chronic phase CML 71l#3u8n Imatinib u&alailda MUNUNNITUYAL
Imatinib (Yo 5)'Lmanamtm"mqﬁwﬁumsn’jmjwfhm Imatinib-CML
1.3 ﬁaa‘lﬁﬁluc&’ﬂ’mﬁaq’lusws accelerated phase %39 blast crisis CML

1.4 Liannsalden imatinib duiilosnmatnadswesen Tnenudelateniagsd

® iin1sanvuin Imatinib wdeiuas 300 mg udrduinenslifiaussadiossuudanits

AUTULIISEAY 4 Anaiuuuegnetsy 7 Tu

® {insanvum Imatinib wdetuay 300 me wdTuRneINslifsUssadauiis fimnuguusa
56U 3 Wuluu 1 ieu wsallennsgunnndn 3 Ay
< . d4 . ' . -
1.5 @579nWUBY mutation Mene Imatinib wilde Nilotinib

v ol ey axa - o @ = v < v
L6 gwhiisyiRlsaummmuieluiuluengsiisuusifeseglunisiiniunls

2. 9u1nen Nilotinib Ainuzituazasnisivien
2.1 Nilotinib wliafiu fis ATaz 400 me Fuaz 2 AT Wiy 12 Falue wazuuvtilvAvelunan
W09719 (Rouewns 1 Faluavidondaenvns 2 Talu)

2.2 Ysinunsitngn asaz 1 deu Tu 3 Weouwin warliiiuasay 2 bau Tuidiousaq U

3. msAamu/nsuszdiunantssne
3.1 §in159nUsedR m999519n18 W399 CBC 9N 1 Lﬂau 'lu 3 (wouusn aundnvzle complete
hematologic response Viaqmnuuwn 356 \fau

3.2 M99 cytogenetic Uay/u5o BCR-ABL gene 1n8 RQ-PCR

Ins



® »37%3 chromosomal cytogenetic \Weusediv cytogenetic response N 6 oY UNIN
9zldl complete cytogenetic response nasINTunTIIYsEdiunn 1 U wasnsradioasds

Tguiunsneuausiansinw (hematologic w3 cytogenetic relapse)

® 7379 BCR-ABL gene lay RQ-PCR ¥n 6 1o

ineusinsugaen Wivgaeiionsianuteladendsisieluil

4.1 gtheeglunmie terminally ill

4.2 Lila complete hematologic response lu 3 ifiau w38 Ph+ >95% %30

4.3 Wlel major cytogenetic response 1u 6 1oy (Ph+ >65%) #50 BCR-ABL gene >10% w30

4.4 Lild complete cytogenetic response Tu 12 Ifiau (Ph+ >35%) w3 BCR-ABL gene >10% wia

4.5 m329muBu mutation inesa Nilotinib

4.6 Lﬁmgmtﬁam?: complete hematologic response

4.7 vdawnle complete cytogenetic response Ua3 AN cytogenetic relapse W38 BCR-ABL
gene >1% 2 adwiaiiiostu Tnovihaussanm 2 oy

4.8 \iinlasluleufinunAsutuluwadiisl Philadelphia chromosome positive

4.9 Tsanu3uansees chronic 1U2j3§€)s"é'56”e'l‘é?éted %39 blast crisis

/

/

MNBLR: Tunsdififinnsnsan RQPCR ﬁ“lﬂmmmu mmsn’tmmumim'm cytogenetic Mn 6 Wauls

wiliin19m373 cytogenetic yn 12 maus'mmu /1]



RUIN9AIAUNISIONIWATEI Rituximab Tu CLL/SLL

Yousldeila Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma (CLL/SLL)

wHnduazanung1uIaineinsly Rituximab edpifiszuvoydnislion auaudives

anuneivia wasuantivesunndgvinisine Wulumufidwualuwuavianisiifunisiden

Rituximab Tulgy@ismdnuvamni 2(2)

1. nu9n1sIuaaelsa (CLL/SLL)

1.1 1aw histologic morphology Mnmisamatiuliievesiemiwdssviatiadslunsegn (lymphnode

or bone marrow biopsy)

1.1.1

CLL m573WU Monoclonal B lymphocyte in peripheral blood >/= 5x10%/L
uazdudiu clonality vaa B-cell s flow cytometry

SLL asaavusiosnivaadls shuln Tnedudumane 3ingrganisvia lymphnode
biopsy

Adequate immunophenotyping 1n8N159523 IHC panel: CD3, CD5, CD10, CD20,
CD23 uaz cyclin D1

ADINY CD-20 positive 1neA8 Immunohistochemistry was/v38 cell surface marker

analysis by flow cytometry

2. inwusiayliAn1silinAen Rituximab Ty CLL/SLL

v ' - v | ' ' =) v g
2.1 Tedugrvuuwsnluitheiidesedludeulvetslnegrmis daalui
u v

2.1.1

2.1.2

213

2.14
2.15

o

B-syrnptorn 1A 19 iiseannatsfiu wie twiinan seunds wie il severe
fatigue

vuinreaialanni1 6 v, mnveslasdie fornsandindengnvinansiiia
(hypersplenism) viailonsuaatiu viesenimdsslnnnndt 10 g,
nMsvinureIeTiIsaeg @ennosasminanlsausida

Lymphocyte doubling time Wasnin 6 sy

CLL with Rai high risk (ll-IV)

2.2 WY Rituximab saufusaiivadn @n3 R-FC x 6 cycles

2.3

Hgaegunnd 70 U ansald Rchlerambucil 19 (3331 Rituximab lifiu 6 ady)

' ° v o, ) o ot T .
2.4 Taiwugilumsly Rituximab LfJu?J'uﬂEJ’J 5909015 WUU maintenance therapy

bt

v



2.5 Hdugmuunuit 2 lufdaeiiiinsnduiuestsa 1% relapse Tnsfidaulamenddnuuidiodu
Tuts 2.1

2.6 hiwuviilyf Rituximab TugfUneitiianms1ame ECOG 3 uag 4 wiail significant comorbidities
fimssnuseniividaudaliannsoifiuaunm@n Wy nqutae bed ridden, moderate
to severe dementia, Down’s syndrome sianunsadaansifiousnainislsa vioanistnades
ARnInMsInwle

2.7 LinysTAlulY Rituximab 323U Bendamustine

3. YUINBILATITNIT BN

3.1 9uneN Rituximab 375mg/m? veavinavaenldanal win 3 duami Liiiu 6 sau

4. NSUTSEIUTENINNNTINEN

4.1 nsUszliulsEansnareInIsine

®  5573UsHIUNSNAVAUDINILDINITLAENIATITIMeTuTnaslunysulouLazean1snsa

vaviesUfuinsausnnsgiu luynsouvaanisTven

® avnfamuiienmisd (radiologic imaging $1 luudnairunsranuseslsa ndaldsuen
TWue 3 - 4 spUrEIMssnw LLﬂﬂﬁE)éU?jﬂﬂ'ﬁ%‘b)’l
] nsﬁimsmwmaﬂsﬂlu‘lmnssgnﬁy'amil.?mﬁu 1579 bone marrow aspiration/biopsy $1
valdEuenluud 3 - 4 sauveamsin uasdiefuaanissne
4.2 asussdiudummnaeniomiunassy musenisselui

®  dnusyiR m9319me a9a CBC eysHiiumuuswata fsiinene vin 1 dUam
Tunstveseuusn

® a5 CBC Apumslienaiausn uazvnasanounislienlusoudaly

e anansiadeliasusniauyiing (HBsAg, anti-HBc IgG uar anti-HBs) naunslvien
Afausn wnasanunshnide
O N3l HBsAg positive Tda HBV viral load wddusdulaia
O n3l anti-HBc IgG positive Tvids HBV viral load wdsuesla
o hildslasiunsiGuredhsadiudnauiiosnioy 1 Yndminvgaen Rituximab wén

uaginny liver function VN 3heu

O avmsvhauteniila (cardiac function) naulnissnw

O M523 BUN/Cr, electrolyte, uric acid, LDH feunisivenadausn



|
5. inausin1svgnen Wingaen Rituimab lensranudeladeniiafeoluil
5.1 linpuausinosn u progressive disease
5.2 limpuauawion Wy stable disease Ve progressive disease wéronlderluuda 4 sou
5.3 1481 Rituximab uAsU 6 sa}f
5.4 g?ﬂwhjmmsrmuc:iamnﬁwﬁﬁﬂsxaqéawnmﬂﬁm |



LUAINIIAINUNISIUNIBAIEA Rituximab

douald Non-Hodgkin lymphoma %ila Diffuse Large B-Cell Lymphoma (DLBCL)

winduazaniune uiaiifenisly Rituximab TulsauziSieaniundawiin Diffuse Large

B-Cell Lymphoma (DLBCL) 9zfasiissuuauiianislden auaudfvesaniuneiuia uazpuaudd

vouwnggviinisinw Wuluamdidmualuuuimienisiidunisiden Rituximab Tutydeoindn

WAITH A2)

1.

tneusinis3tiadelsa DLBLC
1.1 Tay histologic morphology waza399wu CD-20 positive 10835 Immunohistochemistry
snuluseilinureuiimiaanieuenia wdillsalulunszgn aylaullduasinnisnss
flow cytometry e lnasioawu CD-20 positive cell Liitipaninsasay 20
innueiaysiAnasilindnen Rituximab Tu DLBCL
2.1 Tduewuiuusn (first line therapy) Tnefiiiouludsaluil
2.1.1 gdreresdiongliiiu 80 U
212 Qﬂaaﬁaaagauamwé'mnwﬁwaaums Ao 1l Eastern Co-operation Oncology Group
(ECOG) performance status faust 0 9 2 (3ail ECOG 0 - 2) Tunsciii ECOG performance
status 3 - ¢ Hu douilurasinlsa DLBCL e (ildan co-morbidity #u)
2.1.3 ¢ DLBCL dnsagluszazunalsa (staging) seav I - IV Tnedududionisngia
s jURNTT nwmisEresen (chest X-ray wia CT scan) nwiadivaaias (ultrasound
%38 CT scan) LLaxm'im’J’aﬂ“zmiz@ﬂ (bone marrow aspiration/biopsy)
2.1.4 nsdifdiu secondary CNS Lymphoma Wldwivenaiividagns “CHOP” w3eld
32uMY High dose methotrexate/cytarabine ¢
215 Wldsudvenaiivatngns DA-EPOCH ninasranuduinidu double-hit
lymphoma .
2.1.6 Wiwusnhnswasugastiniividnsswinnmssnudy Rituimab suidiomanlsai
linauausaranisinw
2.1.7 nsdiifasmandeugnsenaiivitaduuenmviieaintd seuindls 19 line diliinsy
Wudweayiinsasugasouaiivadaday
22 aufiliiin1en Rituximab lugiasiifinmsnduiuresisandausn (1 relapse) wisldiiu
second line therapy saufusnaiivnuuagsifiuenuui 2 Tnoiiteuluswelud

2.2.1 fideulymsmatintudiootida 2.1.1, 2.124a¥2.1.3



a v as =0 W M et s Y

2.2.2 wmsm’lmmnummumummmmqmluu cross resistant fiu CHOP

2.2.3 n3dielddu Rituximab Tu 1% line therapy Wltenilaidolsanduiiugmdavgn
81 R-CHOP asausnlauuiiy 6 thau

23 hioyifnsidndreren Rituimab Tu subsequent line therapy 138 tHiumin 2 line therapy

YUINBILAZITNITINEN

3.1 WA Rituximab fkugil Ae 375 me/m? I¥lasn1svaaviaviaenidansi (intravenous
infusion) 14iifiu 8 sau TnevinatuseuasUsvanm 3 duav

3.2 msldelundusnlidudesnss 50 fadndudetalis winbidaornisurionaunsodis
snsuialunistieniugn 50 fiadnsusedalus v 30 wni @nsuialunslviengegaliifi

400 faansusatilug)

N15UsEEiuTEndean1sinm
4.1 msUsediudszdnsuareinisshm
4.1.1 av29UssdiumInauausIngaINIsiazN1snsI9sinevuiinasluneseilounay
NaN1IATIIVBsUfURNIILIaIgu Tuynsouvesnisivien
4.1.2 AT1RAAMUMEAINSE (radiologic imaging) ©1 Tuusufilnensianuseslsa
vidalad3ueluuda 3 - 4 seureamsine uazileduannisinm
4.1.3 nsdasanuseslsalulunssgniauiusiulinga bone marrow aspiration/biopsy $1
waslasuenluudn 3 - 4 seuresn1sdhen uazdladuganissnu
4.2 msuszdiusnuaulaensie
Ve d o Y] o &
4.2.1 Wiiimsasaiiefamuaulasafonannsgiu ausenisiselui
O wa ' o a 1% a  eloa
®  9NUTEIR AT99319N18 7599 CBC iusziiuanuguussvasratnafemifinaine

nn 1 dam lunmslvienseuusn
® a9 CBC rounslivinfausn wasmnadireunstieluseudaly
® amaminishnielharusniausing (HBsAg, anti-HBc 1gG wag anti-HBs)
reunsliinafausn winemanumsinide
O N3t HBsAg positive Tids HBV viral load wdaiSussulta
O n3al anti-HBc 1gG positive Tvida HBV viral load udiSuendulisa
o ildurlestumsduiuveshiadudniavdosiaion 1 U UGER IR
Rituximab U uazdnna liver function vn 3 iRey

® asaamsvinuvesiila (cardiac function) faulwnisinw

® 71579 BUN/Cr, electro‘vlyte;’uric acid, LDH flaunsiwenndausn

el 3



neusinIsmgas Wgnen Rituximab ensrawudeladontsiaraluil

5.1 ﬁﬂvaﬁﬁman1$UssLﬁuL{‘Ju stabte disease W38 progressive disease v NlaelUL 4 58U
5.2 19 Rituximab 9uAsy’s - 858U |

53 mhU"L:ummmwumamms‘luwaﬂsuaaﬂmnms’l'vm



WUIMENINUNTSEUNTWAIYA Rituximab

Yauel¥ Non-Hodgkin Lymphoma il Follicular Lymphoma (FCL)

¢ o v v o, . 1% W q v e
meULLaxamuwEJ’IUWBWG]EJ\m'lﬂ.‘U Rituximab Q"u"ﬂa\'lﬁ'isUUau‘ufﬂﬂTSL'UU'\ ﬂmaﬂum'ﬂ'ﬂq

antuneuia wasauantRveaunmdgviinisinu Wulumadidmualuuuanianisidunisiden

Rituximab lulny@evanuiamnd 3(2)

1. nuein1sItadelsa FCL

1.1 lay histologic morphology 911350 5793uLllnvasdeuiundsaiarnsiawy CD-20 positive

a5 Immunohistochemistry wag/v5e cell surface marker analysis by flow cytometry

lasoawu CD-20 positive cell laitfosninfosaz 20

¢ s

=

2. nuseyliRn1siinAen Rituximab Tu FCL

21 Mlugrmnuusnlufiasiiveseglussey Il - v vealse wavilomsedulasgamis dwolud

211

2.1.5

2.1.6
2.1.7
2.1.8

v
°

B-symptom Taun 19 wiipeennansdu v3e twiinan seuwds viaileinisuin wie
Aauldaniou

yunaInaulanouwilennnii 7.5 @i vialiuiiwenainwdonnnnia 3 siuwds

_ LATLARYIWLALALINNTT 3 L.

wavesiulannii 6 vu. nwslasedie fonisondadeagnitats i
(hypersplenism) w3aiiannsulninu

Ml Mideunesaiiinannsnaonvieruresieusoutmda
sopiuzdny mswumsﬁw’lw&aaLﬁaﬁwam viaueviuiala wiavein (pleural
or pericardial effusion, ascites)

msiliuudindonaniosas iesnnmsiiwauziiemimdsutrlululunsyan
19U WBC <1,000/mm? %39 Platelet <100,000/mm>

nsiiwanzsiluiden >5000/mm?

annsaldsuiuenaiivingns R-CVP x 6 cycles 38 R-CHOP x 6 cycles
nsdiggee1gannnd 70 U ECOG >2 awnsald R-chlorambucil (5731 Rituximab Tifiy

6 A53)

Nee

' ° v, . > AT D v .
Liwuziirlunisld Rituximab \taniier saudansliidu maintenance therapy in

. . a M W () 1
first remission L‘ua\mnlulmﬂsﬂwumamsagsaﬂ (overall survival)

v

U



‘ ° v [N e, . e ol @ v
2.1.10 hiuuzvdil¥ Rituximab Tugeil significant comorbidities #in153nwiRay R-CVP x 6

2.1:11

2.2 nsal 1

221

2.2.2
223

224

2.2.5

u30 R-CHOP x 6 cycles udahiansaiugunw@in 1y nduevae bed ridden,
moderate to severe dementia, Down’s syndrome hiawzmnﬁammﬁauanmmﬂm
vioornsthadeaiiinannisinwle

1;3u,‘uxﬁwm'i'[*ﬁ'aﬂucgﬁwﬁﬁamwi'mmEJ ECOG 3 uaz 4 Lidaziluainise wieann
comorbidities 8uq fina witFUaElFFUNsIhwIEBE AU 1 - 2 afa wdavil
anwinanefty Wy ECOG 0 - 2 volvdsnmuiouiiavesydifnislin

relapsed follicular lymphoma (2™ line therapy) Teiidoulussiolud
fpafisvuziiarvailsnasu (duration of remission) 310371 12 Wau Tuainnisti
Rituximab A3aaavine

foafiormsdaiing il 48 2.1.1 - 2.1.6

ansenaiii1lnfiuusii

® uaele R-CVP wuwiil R-CHOP x 6 cycles w38 R-FC x 6 cycles

® duiagld R-CHOP wnfiau wugln R-FC w38 R-CVP

an1501d Rituximab 1u maintenance therapy Tufftas FCL finauaussduiin
complete response 1o 2™ line induction Wiy Taglk 375 me/m? Mn 12 dUnm
w2 98 ad)

FaliioTAlily Rituximab $2ufu Bendamustine

23 louiiEnsly Rituximab lunsdves subsequent relapse

YUIAYALITNT B

3.1 YuInen Rituximab Aiwuxtinfe 375 mg/m? Ilaemsuaavavaanidans (intravenous infusion)

laitiu 6 saU TnevinafusevazUszane 3 U

3.2 Maintenance Rituximab Tugftae FCL finpuaussiain complete response s 2™ line induction

375 me/m? Mn 12 dUami wu 2 9 (8 at)

N13UTLEIUSENINNNITSNEN

4.1 MMsUszTEiusyansuavueinissnwn

411

aTvUssilunsnauauIiIzaINIUAENIIATIvTINMeTuiinaslunyssdounay

HamsInsIMiefiAntsninassu tuynseuuenslien

v

J



412  ssdesadendad (radiologic imaging) % Tut3nniireamanuseslse wdaldsuen
1w 3 - 4 sourasnTsiny waniiioduganisin
413 ﬂ'mjC‘li’)i]WU‘i@EJI‘iﬂlUl‘UﬂizQﬂﬁxQLLCﬂ' Bugi W13 bone marrow aspiration/biopsy 1
vdaldsusiluudn 3 - 4 seureansine wavileduannissne
4.2 msussdiusumiaasnne

4.2.1  Winmsenafiefanumiulasaieniunnsgiu amsiensaasslui

e dnUsyiR n519519Me 599 CBC Weusyliunuunsiveiainadesiiinaine,
n 1 dat Tumstienseuusn

e 5579 CBC Asumsliioadausnuaznnadaneunstieluseudaly

o gmamnsanidsliaRusniauting (HBsAg, anti-HBc IgG uaz anti-HBs) fiay
nslenasausn mnamanumsinige
O nsil HBsAg positive 11 HBV viral load uda3sendulaa
O nstl anti-HBc 1gG positive Tda HBV viral load wénsusndulsa
o Wlterdesdunisiniuveshfadudniaviedinios 1 Undsninugaen

Rituximab Wi wavdnmu liver function yn 3 1iau
®  »529N715v19UYRIWILA (cardiac function) naulnisSnwn

® 7573 BUN/Cr, electrolyte, uric acid, LDH fsun1siienasawsn

ineusin1sugaen ivgae Rituximab iileasianudelatenilwselui

51 lLinavausadee 1y progressive disease- wawmlmmlﬂum 2 59U W38

5.2 lidnouauswneyn 1u stable dlsease wia progresswe disease vasnlagluud 4 seu
5.3 19 Rituximab uAsu 6 S0U ;" /!

5.4 Q’t'hahimm‘snwuc‘iammﬂﬂﬁaﬂﬁéﬁgﬁmnm‘s'l%'m Rituximab $auiugaiivida

\\

N, "y



WUINININUNISLUNITBAT8 Rituximab-MCL

Yousldviia Mantle cell lymphoma (MCL)

« Y Vo, . ¥V e wa 2 wa
LLWV?EILLaﬁﬁﬂ’]UWU']U'lawmﬂﬂﬂ'ﬁl‘U Rituximab 'i]mﬂENQJ‘JL’UUEJHQJC“.ﬂ'ﬁI‘ﬁU'] ﬂmauumaqamuwmma

1

uwarAnauURvawwndiinnising Wulymuidmusluiuimanisifunisidon Rituximab Tulyd

v

YIVANWAITH 2(2)

1. inusin1sitiadalsa Mantle cell lymphoma
1.1 la histologic morphology mnmsmwmawm%ﬁwuﬁ?utﬁawaeoiamfwﬁam’%aﬁm?jalwnsz@n
(lymphnode or bone marrow biopsy) 571AUNTATI9AE immunohistochemistry 981 CD5+,
CD10-/+, CD20+, CD23-/+, CD43+ way cyclin D1+

2. nwusiayiifinisidnAten Rituximab Tu MCL
2.1 Wunmunusalufiheiidesegludeuly dselui
2.1.1 Stage Il bulky (Wumfau >7.5 %1.) stage IIl Lag IV
2.1.2 nsflogiinii 65 T
* seslsufiugniun R-CHOP adu R-ESHAP/DHAP $1uau 4 - 6 cycles waglwavyin
fiusun155nwag Autologous stem cell transplantation (ASCT) W3 ailusnunisdasie
draaumguiafiannsali ASCT wiauiuinurunissnundinanadunysadoy
%30
®  Asanlvgns R-Hyper-CVAD/MA 97uu 8 cycles
2.1.3 nsdengmnnd 65 Y Ransaunld R-CHOP $1uiu 6 - 8 cycles
22 1dugrunit 2 lufdasiiinnsndufuredlse wmsluseivensuausise Ritusimab
Sufuseiiiimndeu st sefesilsvornaedlsaauiiunii 12 Weu wianssnwadd 1
Tuuan
2.3 livusthl Rituximab Tugtaeiiil significant comorbidities anwsnanglsivmnzay uay

'lzjaﬂ.msn‘i"uamﬁmumqm CHOP ¢

2.4 SabioyiTAWLY Rituximab $9ifu Bendamustine

3. vuRgarIsnisivien

3.1 wnagn Rituximab Tiuugtitfe 375 me/m? Tilnenisuesvavaanidens (intravenous infusion)
Aeulvisaiividaynseu [

|

J



4

N15USEIUSENI19N1TINYN
4.1  msUszdivyssAvdnarainisinm
4.1.1 #579UTdluNINUALDINIEEINITRAENITRTITT NN TUTInaluvssidsunasy
HANIATIIVIBIURUAN TR Tunnseuvaansivien
4.1.2 avdamuienwiE (radiolosic imaging) 31 luudnafieasianuseslse wddldsuemn
lUui 3 - 4 seuTBINIiny) LLaxLﬁaa"uqﬂms%'nm
413 n‘stﬁm‘i’lm‘m?aUiiﬂluiﬂﬂizQﬂﬁT'dLLOiL"S“zJC;l‘U 1%n529 bone marrow aspiration/biopsy 'g’l
vdaldFusnluudn 3 - 4 seureamsinw uanidloduaanisinn
4.2 msUszdivaunnulasndy
4.2.1 Wilmsnsrafieianumaasafomisnnsgiu asmensimelui
o Ui A998 7599 CBC Wausviliumusunsivemainufsiinaing,
vn 1 dUami lumslvienseuusn
o 7599 CBC raunsWienafausn uazynaderoumslieluseudaly
o amamnsiadelSarusniavyiing (HBsAg, anti-HBc 1eG wa¥ anti-HBs) Ay
mshiiasiusn wnmsawunishnide
O nsill HBsAg positive 1tfds HBV viral load u&ai3uendulaa
O  nsl anti-HBc IgG positive Tds HBV viral load wdisuendulisa
o Wildsdesfunisiiiuveshifadudniaulediades 1 U wdwinvgasn
Rituximab W& uazfinnu liver function v 3 (au
®  a59IM5¥nIUveIIla (cardiac function) neulnissnun

® 7379 BUN/Cr, electrolyte, uric acid, LDH naunsivignasawsn

neusin1svgaen Tingaen Rituximab iansrawutelatontianeluil
51 lineuausnesn 1 progressive disease

5.2 limeuauswionn Wy stable disease W38 progressive disease wdavnldenluud ¢ sou

5.3 1991 Rituximab AsU

5.4 ghghimansovuieanshifelszasrainmslden Rituximab saufuginiivaa



WUAAINUNISLONIeAIEI Rituximab

Houald Non-Hodgkin Lymphoma %iin Marginal Zone Lymphoma (MZL)

wrmduasanureaiifiosnsly Ritudmab svdiasiissuuoyiiAnmslden anmiRveremmenna

wa cv o as o 0w v ., . v e
wavAuaiTRvawmdvnsing iuluaidmusluuuamanisdiunislden Rituximab Tudiyd

YIVENLMAIYIA 2(2)

1. nusin1sitadelsa (MzL)

1.1 ag histologic morphology 31NN1TATIATUHB INABNIMEDY WiseTevTiieatas

(excisional or incisional biopsy) Wagn519Wy CD-20 positive lag3s Imrnunohistochemistry
uaz/mie m329 cell surface marker 19833 flow cytometry wu CD-20 positive cell

lidssnindesas 20

2. nwsieysiAn1sidnAen Rituximab Tu MzL

2.1

2.2

2.3

3.1

Marginal zone lymphoma IﬂEJ'L%LfJuawmumn‘tus&'ﬂmﬁﬁmag‘luszss -V vaalsa lpeil

Foulaswislui

2.1.1 B-symptom leun 14 wleeennatsiiu wie uu.an souwmie viellannisuin wie
aduldondou

2.1.2 vunveansulafeundsuinnit 7.5 vy, v3eiifumisaseiiivdeauinnia
3 A wazumazsuwialaannnn 3 g,

2.1.3 mevhauese’uzsing AdeunssaifinnnmsnadenviieriueestoureuinmEes
AReitnvdfty mswumsﬁﬂuﬁauﬁaﬁuﬂaﬂ viaideviuiila viadaios (pleural
or pericardial effusion, ascites)

2.1.4 nsiiuiudiadenantosas Lﬁaamnmiﬁmaum?am'amfwmﬁaaL*ﬁﬂu'l.ul‘ungn
WU WBC <1,000/mm?® %58 Platelet <100,000/mm?

2.1.5 gaseiuugtin Wiy R-CHOP e R-CVP x 6 cycles

36l 1% relapsed marginal zone lymphorna (2™ line therapy) Tneifidouluniandin
uiganulute 2.1 wariltiessesnaniilsaasy yiuiunds 12 Waundansiasuen
Rituximab A3gavine vielunsdliflailésy Rituimab anray

hinyiAnsldonlunsdliiunin second line therapy

VUNABILAZAITNS e

UMY Rituximab Awuziide 375 me/m? IWlnanisueaiavasaidons (intravenous
infusion) liiu 6 sou TnaviafisavazUseann 3 sy

e



4.

N15UsEIUTENINNSS NN
4.1  msuszilulseavraraInssne
4.1.1 9379UsEluNTABUALRITIBDINISLALNIATIITINMeTLAnalunsssdsulas
Han1sAs iU URN ImIasg Iy Tunnsauresnislden
4.1.2 avafnmusienwisd (radiologic imaging) 91 Tuu3naiireasawusesisn waalasuen
Wuda 3 - 4 soureamsin uasiiladuanniasnu
4.1.3 nscﬁrnswwusaaim’iul'unsx@né‘?&u&iﬁuﬁu %579 bone marrow aspiration/biopsy 91
wdsldfueluui 3 - 4 soureansing wasiileduganisinn
4.2 msuszdiumumulasndy

4.2.1 Wilmwnadiefanuaanasnsonumnasgi ausontsdeisluil

3

(L wa ' < a V o a da
® AUTTIN NII97919N18 7599 CBC LWE]U53111!7‘1']71]5"““'3\1'09Qf—lﬁ‘ﬂ'NLﬂEJ\WlLﬂﬂ‘J'mU']

4

wn 1 dUami Tunislvignsauusn

®  am1 CBC Apunslimnafiusn uasvnadanoumslilusaudnaly

* asnamnsAndsldadusniauring (HBsAg, anti-HBc IgG uag anti-HBs)

Aeunslifonndiusn winasiawumsinide

O nstl HBsAg positive Tvida HBV viral load udnSusndnulida

O n3tl anti-HBc IgG positive Tds HBV viral load LLé’UL%uEJ’lﬁm‘l’J'%'a

o Wildurdesiumsiidureshidasusniaviataos 1 5 UGERRIVELRY
Rituximab w1 waz@ana liver function VN 3 iAoy

®  A99ININUYBINILA (cardiac function) Reulynissnwn

®  ®9939 BUN/Cr, electrolyte, uric acid, LDH daumﬂﬁmﬂ%v’min

\nausin1svyasn lingaen Rituximab enssanudaladeniisrialuil

5.1 14 Rituximab uAsU 6 SOV

5.2 c}'ﬂwﬁﬁwamsﬂsx@umaﬂﬁﬁn (WariAuaznmaine) Wy progressive disease naumslifen
uoiayAsy i

53 fuwhisunsonuseoimshifitlssdsannnisliin

v

v



WUAINIINNUNTSLUNTIWA18 Sunitinib Tu GIST

1. inu9inisItiaaelsa GIST
1.1 fain1snsiamamane1siven wieufunséen Immunohistochemistry (IHC) 38 KIT (CD117)
V30 DOG-1 positive Wia N3l IHC KIT uay DOG-1 Wuau #eafl c-KIT wie PDGFR-QL mutation

2. ineusieyiinisidindnen Sunitinib lu Gastrointestinal Stromal Tumor (GIST) lsiun

2.1 Mdusmuui 2 lunmssnvusdmnafivenseiin eastrointestinal stromal tumor (GIST)
srpzunsnsEeviioanaaniidelianinsorindald wag Wulsadifimsananulurnyillésy
1 Imatinib

2.2 Wlunsdiftgirslianmnsonusesrvunuusn Imatinib 16 v 16fin1suiueuias imatinib
DYV AN

2.3 hiuu:ﬁwma’lﬁm’[u%ﬂwﬁﬁ congestive heart failure, myocardial infraction %38 coronary
bypass eraft luaan 6 o viegjsewin unstable angina vi3afinneiladufind mogiiliansnso
AuAule '

2.4 iwhastieluiieiiinmeeiulaingsiiliansnsonuald (SBP >160 3o DBP >100
wiaglesugnaiua)

3. INUFINISVYALN
3.1 hinauauswsion
3.2 fwadhafsaninetlussAuquuss svu 3 - 4 wdansusuaneudn

Cl -]
4. YUIRBINLULN
4.1 Sunitinib 50 fadniusieTu fndedy 4 a1 vn 6 dUam
4.2 annsatneilaasiarhiiu 1 59UvInI5 e

5. mMsusaidiukanisine

5.1 Uszdiuavn oy wasnatrafesfienaiinainet Tasnsdnusedd asansianie un 1 ey
Tu 3 @ouwsn waslinnsramn 1 - 2 \dou luidousias W

5.2 Usudiunamsinwinn 12 dUamieienisdnyszii n15n5995190e nsnsIaniesiEiteds
fiaunsatarunavouiisaenld 1wy computerized tomography (CT) %38 magnetic resonance
imaging (MRI)

5:3 misxqwamsmauaumﬁ?a SWOG (south west oncology eroup) w38 RECIST (response
evaluation criteria in solid turnor) criteria

5.4 luns:ﬁﬁwamwsmma%’qﬁ%wmwudﬁﬁiaaijﬂwnﬂimg‘?;uLﬁmﬁmwuuﬁm (laitiu 25%)
Tuvaziiiumisduidnas vieasdl umdisnwianninfinrsumgas wisliosiosn 2 ey
wavvnsaTeE e stable disease ¥3e progressive disease

"l
g



wuaMInTsAAunIsiingneAIen Trastuzumab TulsAuS AU

(3 < v W € v o v v v a
LLWVlULLazﬂD']U'WEJ']U']aVI'\']ﬂ‘IV?ﬂTSSﬂl‘ﬂi?ﬂllzLi\'lWl']UlJVlCﬂa\lﬂ'ﬁ'l’U Trastuzumab V¥APIUTTUU

Vo

ayiTinislden auauTRvesaaunenua uwazamuandivownvdgvinnmsine (ulumsiimualuinama
AsAfunIslaen Trastuzurab Tudydemdnuianad 2(2)

hY)

Yousldvosen Trastuzumab Tsausadnidesfinanisnsimmamesineveasd wiuilaonisiiou
Immunohistochernistry 1ta HER-2 1y 2+ %38 3+ uavdudulagds in situ hybridization 1%y FISH
via DISH Wunauin Tasildoulusdeluil

1. ldlun1sdnuwady (adjuvant therapy) 'Lunfj:uchuﬁﬁmﬁmﬁswaaminﬁuﬁuwaﬂiﬂ Tnwiiieuly

Kol

11 fhoiduisdadunildiunsidadeunzisaeenldnune curative breast surgery

12 fman1smsamamensinemwuininisnsyaneiidesniunaes (pathological any T, N1-3, MO)
v3ail clinical internal mammary node fiffuutnnnnividawiniu 1 cm Tnglidas biopsy

13 fiman1seasaviaerdivervesteuiioten suiainnnit 2 susufunanisnsae hormone
receptor LJuau (pathological T2-4, NO, M0, ER-negative, PgR-negative) NIUUINTHTIU
mushdauiediteds '

1.4 awnsnldsmiuenaiitiiauuu necadjuvant chemotherapy awirlusiafififausuinlvg
T3, Td lnwnaail pathological node positive fin15UsEliu complete staging LWazAadiunu
Y84 curative breast surgery Tufintiagadmaulunysudou deunsdulisnaiiviva

15 fwdngrunisuszidiussezvaalsainbifinnsuninsyansluiieToardu (Mo) ednatioadie
Wneisean anie ARy wazaununNsEan

16 fiwansasanisviauvesialalag echocardiogram aghation 2-D FulU wis MUGA léua
LVEF 37nnIMvM3aivinnu 50%

1.7 filludainnsewinauvmdidvedduasuwnd$adine weRasanmnusudureanisiisd
Snwmainseindn Useneunisveausimnisidnineaisn

1.8 gaspuaividalunisinynaiy foall Taxane 53070 Qmﬁuusﬁw Ao AC x 4 cycles -
Paclitaxel weekly x 12 cycles %38 AC x & cycles - Paclitaxel every 3 weeks x 4 cycles
Viuusiiiteviuly Paclitaxel (1w wiuuuuuss grade 3 Fuly vived! peripheral neuropathy .
wnnimIawiiy grade 2) annsoldongnsduls

19 wunhiBvinseooyfanislden Trastuzumab FaudBiausunsly adjuvant therapy
Welwansaldsu Trastuzumab 2 Taxane léviy

110 Lipyi@nnslden Trastuzumab Wusndelunsinuasalaglsiinisliouaiividasude

111 wunen Trastuzumab wusiiuasiinisive

® nsilWsmAY Paclitaxel in 3 dUani TaenSusiu 8 me/ke ATusn uas 6 meskg n 3 dUam
ey 18 A51 neluszeznatysyanu 19 wdlihiy 14 ey

—

v



o nsclwiuiy Paclitaxel n 1 dUavi Tneidusiu 4 me/ks way 2 mezkg vin 1 &UATH JuAsY
o € L :: v 5 o L4 5 e "T‘
12 dUa wdsanuulven Trastuzumab ASIay 6 me/kg vin 3 dUav aauaauaivin 13
uAsu 1 Usauliiiiiu 13 a3e vieliiu 14 o

qQ v as “ 0 @ v st . v '
lguiueaiialesldidueivuiunsn (17 line therapy) TunziSaduusyazunsnszaneg

2.1 an e ECOG 0 - 2 wazliuuninlv Trastuzumab Tug‘fﬂwﬁﬁ significant comorbidities
lianunsosusuaiividald wismsinuismesuaividaudliansodiununmdin iy
nquEIn bed ridden, severe dementia ghpitlbiannsndoansifiavanainsisaniaainis
Pafssiinnnsinwle

22 manmsaramsvaveailalag echocardiogram aeaties 2-D Fuly wie MUGA léfka LVEF
INNNIUIDVINNY 50%

23 nsiiaglésu Trastuzumab lumssnwiass seesanfilsandufuanalsnnnd 12 Weu
Viaan15vgaen Trastuzumab 31nM33NwaSH

24 fheiimeuausiiansinu wushlild Trastuzumab Wusssznaviduliiu 1 9

M mdusaividalaeldidueauuit 2 2™ line therapy v3a 17 relapse) lusmauduussey

WWINTZY

3.1 anmigUag ECOG 0 - 2 uarliiuuxiinly Trastuzumab 'lusjﬂiﬂ‘?iﬁ significant comorbidities

3.2

3.3

fliiannsadugafivadald wonsinudesaiiviiaudaliannsofuaunindin wy
ndw}fﬂw bed ridden, severe dementia Qﬂ?ﬂﬁlﬁmmsnﬁaaﬁLﬁauanmms‘lsﬂﬁamms
HadssiiAannssnule

fiuansnsramsvhauvesialalae echocardiogram ag1aian 2-0 Huly wie MUGA ldka LVEF
WINNIMIBVINAY 50%

nsdifiaglesy Trastuzumab Tumssnwse 17 tine therapy SetsianiilsanduAuan (17 relapse)
MITNNNT 6 Hiou ¥AINIVYABN Trastuzumab INMsINWIASILSN

a. Lioy@ns1d Trastuzumab aiiundn 2™ line therapy w3alu subsequent therapy

InUYin1TVEAEN

a2 v ol 3 v ¢ oa &

Tvivgaen Trastuzumab Wensanudeladeniafaraluil

Tiuenasumuimun (Asu 18 asanelunatliiiu 14 few)

Ateiihinauauaiansine Wu progressive disease s¥winafileisy Trastuzumab + chemotherapy

1.
2.

combination therapy W38 monotherapy

fi81n15uan 1B IN1IE congestive heart failure Winilnan15ns7a LVEF find1 50% Timgmen
wavazndusnlilwildide LVEF 250% meluinan 8 duam
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