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512 gheegannnin 60 Y Wildervun 600 fadniusietu gegalsdiiu 800 fadnsu
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7.1 galduiasunu protocol A GMALL 5o hyperCVAD w38 ThaiPOG protocol

7.2 wafthelasumsugninewadsuiniladadenudnsu 2 ¥

7.3 ftweglunne terminally ill

7.4 9 579WUEU mutation ﬁgﬂﬁiamﬁl‘z’faq

7.5 1wy complete hematologic response (CHR) 1 1o @1913U imatinib 38 3 Liay
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7.6 @579 Ph+ >95% fieldenasu 3 o

7.7 RT-PCR positive %38 RQ-PCR detected waslde1 imatinib %S dasatinib Anfanu
3 ifiay
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7.9 ndwnla complete cytogenetic response ka3 LANNTIZ cytogenetic relapse %30
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Wauly dmiu acute lymphoblastic leukemia (ALL) 91l Ph+ (fllaweng 1-15 T)
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1.1 veeudlFn1slden imatinib 31nmiiesudniusslevinounisinyl (pre-authorization)
Ineinsamzidouunmg anuneruna uazdiaenewhnsSnufumihsnudvsysylon
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N 9 180 Tu
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2.1.1 @3130m519%388W 5999 Philadelphia chromosome (1(9;22)(g34:q11)) (Ph
chromosome) lag 35 quantitative chromosome study 1ot
2.1.2 @1119005239U30d3m59911 BCR-ABL fusion gene %89 P190 #1835 Reverse
transcriptase polymerase chain reaction (RT-PCR) 161
2.1.3 @11150A599%3 0899599 IIUIUYBY BCR-ABL mRNA va4 P190 1ne35 real-
time quantitative PCR (RQ-PCR)
2.2 flunwndamemenuiiszylilude 3 uaslivwmdiongnamundudodounsimguaine
Uyunsndouiiennaniinenlsauas/miemsshwn
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2.4 Faowi uazszuuuimsianisuastlesiunisiinide Wiesessuiilhundiumius
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Duwwndiumaildunidesyiitvierdtnsanumeanilumunusvmanslsa
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4. nuataydiAnislden
oudAn15lden imatinib §1m%u acute lymphoblastic leukemia (ALL) 7ifl Ph+ avanasst
asuynde deil
4.1 Lidudthesseygaving (terminally il)
4.2 glheseswegludninsinuiweannis fie I Lansky score 50-100 Tunsdifi Lansky score
10-40 tu Feafunaanisn ALL Ph+ 1oe (RlafldiAngnn co-morbidity Hu)
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4.3 fheldsumsasaitaduindu ALL Ph+ Tnesesnsranudentdedola fwiolui
4.3.1 1 Philadelphia chromosome positive (Ph+) 1ngn15m53967835 quantitative
chromosome study %38
432 1 BCR-ABL gene %89 P190 positive Inensnsiameds RT-PCR viSe RQ-PCR
a4 fmsnsenuuureduifumsldetad a2) sufidwuet

5. YwneuasIsnsvien
Tdevm 340 fafindw/msuuns/fu Sulssyuiuasasuiey vuegeEn 600 ladnsu/Tu
AIANT4

Doses of Imatinib (340 mg/m?/day)

BSA (m?) Daily dosage

< 0.37 100 mg/day
0.37-0.51 150 mg/day
0.52-0.66 200 mg/day
0.67-0.80 250 me/day
0.81-1.02 300 me/day
1.03-1.32 400 meg/day
1.33-1.61 500 meg/day
1.62-1.91 600 meg/day

6. N15UTTUITNINNITINY
6.1 NsUsZIHUAUUTEANEHaTRINIS N
6.1.1 w33 CBC liitfowndn 1 adaly 1 e
6.1.2 "33 cytogenetic waz/vse BCR-ABL gene w83 P190 lae RT-PCR %58 RQ-
PCR
1) m579 chromosomal cytogenetic Lﬁaﬂsmﬁu cytogenetic response Tu
Foudt 1 Weudl 3 wioud 6 unInagla complete cytogenetic response
wé’qmﬂﬁ?umawsmﬁuvm 6 LABUIUIUNITINYINY protocol wazmsIa
Lﬁ'aadé’ﬂdﬂqmﬁamwauauawiami%“ﬂm (hematologic %58 cytogenetic
relapse)
2) 579 BCR-ABL gene v83 P190 lag RT-PCR %30 RQ-PCR N 6 Lhou
6.2 n1sUsziumunIUasnde
6.2.1 11379 BUN/Cr, electrolyte, LFT, calcium, phosphate magnesmm N 1 ou
UIU Phase Vil Interim-Maintenance-} Maﬂﬁ]’muummimu Phase Vill: PH-
Maintenance 1¥in5391n 3 \floy
6.2.2 m539 FBS vn 1 Wewdune 3 wWeu wnunindsmnihiliimsann course i
L-asparaginase Waz/139 steroid
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6.2.3 719 Lipid panel vn 6 Weowduian 1 U winundivdaantilinmalazass
6.2.4 M579 EKG Way serum TSH Uazass

7. \NOEINISHEAYT
Tivgmgn imatinib Wedinasideladenisieselud

7.1
7.2
7.3
74
75

7.6
7.7

7.8
7.9

KUaeldunasunm protocol ThaiPOG ALL-1304
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dUheeglunme terminally ill

AIIwUdy mutation fiRereenitlded

Tdg1fnsionu 3 1AuaUAU Phase Ill: PH-consolidation-ll wd1 &elainwu complete
hematologic response (CHR) %58 Ph+ >95% %30 BCR-ABL 284 P190 lne RT-PCR
positive #58 RQ-PCR detected

Lﬁﬂ&jiytﬁ&lmw complete hematologic response

wasnlel complete cytogenetic response win Hanme cytogenetic relapse Eh)
BCR-ABL %8¢ P190 Iy RT-PCR %38 RQ-PCR positive asspsiioiiiostu Tnovins
Ussan 2 oy

Anlashilwinunisuivluadia Philadelphia chromosome positive
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HUINNNITAINUNNS T8 Tocilizumab
Wouly dwiufUrelsadedniaulinsvanng viadadudin
(Systemic Juvenile Idiopathic Arthritis: SJIA)

1. szuvsydAmslden

1.1 veaydAni1slden tocilizumab annnuasaudnduszlovineunisine (pre-
authorization) Ingfin1sametlouunmd anune1via wasgUieneuvinssnuifumisenudnd
Useleul

1.2 nsenuuunasuiumsldontiyd 22) luafusn euifRldldhdunar 180 fu) uavads
molunn 9 180 Ju
2. AMANTRVDIFEN NIV

Huanuwerafifinisldodeaduanuneuiafidaumseslunisitedeuas nulsa
Tneflunndiamememnudiszylilude 3 uarfiuwndiongnsiindouszquainuilymunsndoud
2199ziinNlsAlaz/vsen1sshw

o [

3. AusENTRYaUWNIEIINTShE

3.1 wwdfinisidedy Wunuisunwdlsadeuarsundaduild$uluusenmaiiodnsann
PIMeRunInsnmanfuiUszmalng (eyan) vie rhumsiineusueymuilsedeuasgundady
NANUTHNA UaL/950

3.2 unndginnsinusin fe wndflemaildsunideeyiRnielitnsanunmeand
Tuanunuisiveans wie engsanslsadeuassunfady FftRndluanuneailésuns
auiiFlude 2

Tnsunwdaude 3.2 oweglusnunennaiotuieaniuneuiaduls

4. \noutaydiainasldun

gUredeslaiunisitadeainunndniude 3.1 uasldSunisatvayuldSnyidieen
tocilizumab lagilinasieusiinislden tocilizumab lulsadadniavlinsuameludnedadaifiuiin
(Systemic Juvenile Idiopathic Arthritis: SJIA) asuvndadail

4.1 lhdudUheszezanine (terminally i)'

4.2 ogious 2 Viuly

4.3 leisumsitadeindulsadedniavlinsvanmgluin vdedadiuin (Systemic Juvenile
Idiopathic Arthritis: SJIA) m1uLna9 Intemational League of Associations for Rheumatology
classification 2004 (san1ANWIN)

4.4 Tsmeglunmsiniu (active disease) munauaidaladionis dasielud

" ffheszazgaine (terminally i) vaneds fuaslsamanteddlsiamisninuld (incurableuashisnnsntrel¥i3ndugniy
(ireversible) FalupruiiurewwngdSny fhetsdeTinlussoznaidudu

winewg gihedenanmsldiunmsinumuuudssdudseres (palliative care) Ingyjiwmdsliannnudutauasmumndnsunudu
GRGHY
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4.4.1 SJIA without systemic features wngfe gUheiimsdniauvesde (arthritis)
lago1ail elevated erythrocyte sedimentation rate (ESR) > 20 mm/h
soldild

39

4.4.2 SJIA with systemic features wung84 Qﬂaaﬁmmwusﬁa’twﬁwﬁaﬁarﬂ'éﬂ,‘dﬁ
1‘5@& 38 evanescent rash (salmon rash) ¥3® serositis ¥38 hepatosplenomegaly
w30 lymphadenopathy 1l snaiinielifinissnauresde (arthritis) $ade
Al TnsornsiamniiseslllfAnnanive gy

4.5 lumeuauewanssnuimeuasgiu wis ldansanudesinislifisUsyasdaesen

1msgIu munueiasunnda dreluil
4.5.1 linevausssonisinudsedunissniavitldliaissess (NSAIDs) aun
gt Tneliersoiiestufuna =1 Weu uie liawnsanusosinislife
Usvasdniguuss auliaunsaldolungu NSAIDs reld 1wy
" unen
" Fosanlumaiuevis
B J91015UR1 89087971 W ﬁlﬁ%’uaﬂuﬂeju proton pump
inhibitor
" Ann1ay acute interstitial nephritis ¥38 acute kidney injury sy
\NEIYeY Kidney Disease Improving Global Outcomes (KDIGO) 310
mslasuglungu NSAIDs 1Dusiu
wag
4.5.2 hisevaussienissnwinieeilungu disease-modifying antirheumatic drugs
(DMARDs) Tuaurauiasgiues sy 1 viia lunsdifiguaedu SIA with
systemic features %39 linoudusInan1sSNe1678 DMARDs luyuie
WIATFIUDENUBY 2 BlA Iuﬂséﬁﬁﬁgﬂlmﬂu SJA without systemic features
(Fae19lk DMARDs fiazufiavielimdauin) Wuszevnaiedaies 6 eu
vie lianunsnnueinishifisUssasdisunse auliannsaldorlungy DMARDs

Tuvwnuasgule wu

" e

= pFuldendsuiilianunsavssmdssanainiseauldeniou 1w
ondansetron

B 69 ALT %59 AST dsgauRaun@uinnin 1-3 wihvesatunduasdamsd
wﬁ’uqaadwﬁiaLﬁaw'%aﬂé’mﬂu%'lmwﬁaamm DMARDs

B Aan1g acute kidney injury aisinugives KDIGO annnistasuanlu
N DMARDs

" AnN1I¢ maculopathy

B finn1e leukopenia (white blood cell count < 3,000/mm?)

® AnN13g neutropenia (absolute neutrophil count < 1,500/mm?)



B finn1e thrombocytopenia (platelet < 100,000/mm?)
B | AnN12% pancytopenia

il Aaslildiinannazuvsndeu vSeawndu Wi macrophage activation
syndrome lagfivuing DMARDs 1195§11 A3l

g ungu DMARDs ldun

sulfasalazine 30-50  HedniwAlandu/fu
methotrexate 10-25 fadndusiefiufifrodusy vie
031  fadnfwAlanfu/dunsi (vuegegn 25 Tadni/
&Uanah)
hydroxychloroquine  4-6 feansu/Alaniu/u
cyclosporin 3 fisdnsu/Mlansu/iu
leflunomide 1020  fiadnsu/Alaniu/iu
azathioprine 3 faansu/Alaniu/u

%314

4.5.3 limunsavgaeviieanvunnetunguaiiesess (steroids) limnimsewiiv
©1 prednisolone 0.5 fiadnsu/Alanfu/du Avelusyuziigl 6 hou uSeo
Lignaunsanuanmslufisszasdaineilungy steroids 1

ms?}mfgaﬁ;uma
nsesgivlatinitung
Rofiu

vertebral fracture

avascular necrosis

4.6 sioaliiipguiien tocilizumab Julse
4.7 deslifimsiaoTmvisnsinetien (recurrent) Mlalldsunmssnu wieauruata

NS

4.8 fin1snsenuuuresuiiunsldendnd 3 (2) ynasenldendugthe «

5. YUINLIHALITNITUTNI5EN tocilizumab wialu 2 ndifeil

Umitinvasgiae wune tocilizumab (Hadniu/flansu)
NN 1 Yeenin 30 Alandy 12
el & ] o 9
NN 2 slaksl 30 Alaniu 8

A8n1sUINsen Weandlu NSS 100 $addns. veaihvaeaidensitn q Tu 1 49lue vin 2 duam

" Wsafushwideyalifeldidundngilumsansaounislivn lasmbenunsiduguamsdsldedod «(2)
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6. MTUTAUTENTNNITINE
6.1 nsUszfiusulssaviuaveanisinw Ussiliunnadsfinsenuuuresuveeysiilden
seiilos
Kiineuauewion 3w (responder) manefly mawnausiteladoviieail
6.1.1 Q’ﬂwﬁﬁmmsﬁﬂﬁummﬂm% ACR pediatric score 30"
6.1.2 fithufiansangnen prednisolone u3santunnen prednisolone adliring,
Wi 0.2 Tadnfu/Alansu/iu
6.2 nM3UsuifiumumuUaonsie
6.2.1 nsraanuauysalveudmden (complete blood count: CBO) Lite Ynn
absolute neutrophil kae platelet counts yn 2-4 dUa9i Wulan 3 Lieu
drntulinsrann 2-3 Weu
" n3@An neutrophils fi¥n9 AT U UMLIBauYsal (absolute
neutrophil count : ANC) 3i#1 < 1,000 wad/anuiraifiadiuns 19
nyAE#lHIAS1I9UNI1TERU neutrophils > 1,000 Lwad/gnuas
Naduns
" 0 ANC < 500 was/gnuiandadiuns Wivge tocilizumab viud
39
" 36l platelets < 100,000 wad/gnunarddadiung 1inganiitls
fansmauninsedu platelets > 100,000 1wad/gnuIrriadiuns
" n platelets < 50,000 wad/gnuiandadiuns lvimee tocilizumab
yiudt adl n1slen tocilizumab ndulundamniivgaen awsedlily
TuIRRTmilTesne ANty wasdey 9 USuTusudunaeun
AUAIALNZ AN
(B8R M1 neutrophils Wag platelets Afisvdudninainanie
macrophage activation syndrome ldlaiinanne tocilizumab
wndgSnwanunsaisantvienlamunanumneey)
6.2.2 n3393AsEU ALT way AST wn 2-4 dUawi unian 3 Wou ndenduls
ASIANN 2-3 1w MINHsEAURAUNANINATY 1-3 WinwesAiund Tafensan
UFuane DMARDs laglaniz methotrexate anumd uusnzay windendl
sefugsetesioidleslianuuing tocilizumab Tnglievinedu we wgae
F1m5109undIf ALT uaz AST nduanunf
6.2.3 naa¥nsesiu lipid profiles 3 Wewndsnléisu tocilizumab adausn wisan
ffunn 6 ey Ve mummwIzaY

7. inauain1svgaen _
Wingae tocilizumab Wenmanudaladenis dseluil

7.1 l9suenasu 21 Wiou
7.2 gilimauauaswonissny (non-responder) muneiis doladenilstanaluil
7.2.1 9MIneratinATu uslufianeusi ACR pediatric 30* videannldenu 24 &awi
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7.2.2 liaunsoanuuinen prednisolone lindtvewiiu 0.2 fadnsu/Alansw/
Tu vdnnlasuenuiu 24 denvi
7.3 \Aanathadssanldoniidarguusssesy 4t
7.4 danssst (Wevgaevionauiatarsmauninazaaen)
7.5 n1sAadogunse (IWfuaevgasiniensudadansiiauninfusvesly

UaondeuTen1ea1nn1siniioguuse)

7.6 msidin (Withevgagvsensusidansauniinisifneiadu)

WNILAR

*An ACR Pedi 30 response is defined as at least a 30 % improvement from baseline in three

of six variables, with no more than one remaining variable worsening by >30 %.

physician global assessment of disease activity (10-cm VAS)

parent/patient assessment of overall well-being (10-cm VAS)

functional ability by Childhood Health Assessment Questionnaire

number of joints with active arthritis (defined as joint effusion or limitation of motion
accompanied by heat, pain, or tenderness)

number of joints with limited ROM

ESR

mindummgagviensusidans dedUaendudriunsshwmsen tocilizumab Tfusseyinan
nssnwreiiles

1t

8198w Common Terminology Criteria for Adverse Events (CTCAE)
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o a7enuan
LU Internationa(‘Leégu“e of Associations for Rheumatology classification 2004

Arthritis in any number of joints together with a fever of at least 2 weeks’ duration

that is documented to be daily {quotidian] for at least 3 days and is accompanied

by one or more of the following:

. Evanescent rash

. Generalized lymphadenopathy

. Enlargement of liver or spleen

. Serositis
Exclusions:

. Psoriasis or a history of psoriasis in the patient or a first-degree relative

. Arthritis in a human leukocyte antigen (HLAFBZ7-positive boy beginning
after his sixth birthday

3. Ankylosing spondylitis, enthesitis-related arthritis, sacroiliitis with inflam-
matory bowel disease, reactive arthritis, or acute anterior uveitis or a his-
tory of one of these disorders in a first-degree relative

. The presence of immunoglobulin {Ig}M rheumatoid factor (RF) on at least
two occasions at least 3 months apart

= N OV I S I

s Y

Eom

International League of Associations for Rheumatology Classification of Juvenile Idiopathic Arthritis: Second

Revision, Edmonton, 2001
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