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Fafldandie e, wuanstifunsidinaneanen Rituximab deusld Tspuzadadanyn viia Chronic

Lymphocytic Leukemia/Small Lymphocytic Lymphoma (CLL/SLL) (U%'Uﬂqdﬂ%ﬁﬁ o)

. WUINIAAUNITLTNTBATET Rituximab Uausly Non-Hodgkin Lymphoma
%1l Diffuse Large B-Cell Lymphoma (DLBCL) (ﬂ%’Uﬂ‘qﬂﬂ%ﬂﬁ o)

o, WUIN9ATTUNTSIONT18AN87 Rituximab Uoudld Non-Hodgkin Lymphoma
%1l Follicular Lymphoma (FCL) (U%}Uﬂjﬂﬁ%ﬁ o)

& wuInnanAun1siinaneaien Rituximab dausly Non-Hodgkin Lymphoma
¥iln Mantle Cell Lymphoma (MCL) (ﬂ‘%’uﬂ‘gqﬂ%ﬁ )

& wuInundun1siingreaA1en Prothrombin complex concentrate (PCC)
Foudld ameidensensuuse ludtieilduswnunsudsiveadenuila Anti-Xa

o. LUINNAIRUNI5LTINT18A187 Prothrombin complex concentrate (PCC)
Foudld nnzdensenguuss Tufiheildsudunsudavesdenuiinesviiu

muntedefensts e - @ nsuvdnanslafimuananinusimsiiindtaaFnymeua
dmsuiithelsauzSwazlafninedsindudoddowilaldinegs uagdniiunisuiulgmdnines
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Ruatadnisiierfunsinemeiuia w.a. beea waziudlodiudy euinsudydnanslaglddu
UBUSMNTINTFUUASIINITNTENTNNTAFY Fafiuarsaniunnsg il

o. Usutsanmuiiunmsiind eaienluszu OCPA $78msen Rituximab asdeuly
il

0.0 WAL uliadenu viin Chronic Lymphocytic Leukemia/Small Lymphocytic

Lymphoma (CLL/SLL)
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.o Non-Hodgkin Lymphoma %ila Diffuse Large B-Cell Lymphoma (DLBCL)

@.en Non-Hodgkin Lymphoma il Follicular Lymphoma (FCL)

@.@ Non-Hodgkin Lymphoma %iin Mantle Cell Lymphoma (MCL)
neazideangaudsiidandie o -  Inganunenuiatzdessiifiunsamzlouwmdgyinns$ne
N'U’JEJ LLa“awauamuIﬂs‘[mﬂaawmmﬂuiuuu OCPA M1a3Uled https://mra.or.th/index.html
\WevoousiAiinanen wisveseaignisiiinAnen wiovenganislden AN BT ILE Y
upuynennsuydnanaimun wgliidniteaolussuudnieasaiadmssnwmeiadisenis
mudeuladeusdiinsudyBnanfmuaindy

. AMAUALUINIIAINUNI1TNTI8AIT Prothrombin complex concentrate (PCC)
madieusld nzdensanguuse dmsugie il

0.0 GUailFFuewhunmsudiiivedonsiin Anti-xa

0.0 fUhpildzununsudiiveadensimesiiu
seazBeausingandeiidandie ¢ - » Inglfidnieandnanlfiamensdnsinuneivia
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deloyalinsinudaiieniuiieiindng PCC wonsnaminen DRGs nsudaydnansasiFenautusiie,
idndreluudaanue

. wIna@a e uiaiiniseanlul@dasuliuAign Rituximab uagen Prothrombin
complex concentrate (PCC) Wuasseamidentosenise wieuisseydu “AeiOnlails” Tnogiians
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fefideundae 1

wuIenAun1siinanednen Rituximab daudld Isauzibadafonunn
¥Un Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma (CLL/SLL)
(UFuuendeit 3 mundedonsudy¥nane #i na 0416.2/9 286 asiudl 30 W By 2568)

1. szuvaydiinisiiinineanen
Iiveesiinisidngreaie Rituimab 99nsyuu OCPA Aewhmssnw lneliamunenunaameide
uwwng e uardideyaswaziBeanisdnymaluslameaiismun (Protocol RTX-CLL/SLL)

2. AUENUATIIEAIUNYIUIE

2.1 Wuamuweruaifinnamdeslumsitadeuassnwilsa Chonic Lymphocytic Leukemia/Small
Lymphocytic Lymphoma (CLL/SLL) gt

2.2 fluwndiamzmenuiszylilude 3 wasiunndlamemamadudanionaziuguaine
Jouvsndeuiionnasisanisauaz/miemssnm

3. AauANUAYDIUNNEEIIN13TNEN
o o M wor ar wa a o a a = ¢
Wuwndglgervgildsunidesyifivioydiinsanunmeamiuanladininer wioorgsmans
lsaden FaufiRnuluaniumeuailasuniseyiflude 2

4. nausin153tadelsa CLL/SLL

Tne histologic morphology 9NMsATIATULE BverBIWA DY viBaniden vivalunsegn (lymph
node or blood or bone marrow biopsy) Teladenilsdaselui

4.1 CLL ®599WU Monoclonal B lymphocyte in peripheral blood = 5x10°/L azgugiu clonality
984 B-cell 778 flow cytometry Wazfaawu CD-20 positive 1g35 Immunohistochemistry Waz/v3e
cell surface marker analysis by flow cytometry

4.2 nagl CLL ﬁlﬁlﬁalﬁ'amnhnis@ﬂ TneBiudunawensive wevil Adequate immunophenotyping
1R8nN15A$39 HC panel: CD3, CD5, CD10, CD20, CD23 wag cyclin D1

4.3 SLL asaanusiesnivdedn siala Tnedudumanens inedomsi lymph node biopsy wagil
Adequate immunophenotyping Tagns¢n$139 IHC panel: CD3, CD5, CD10, CD20, CD23 uag cyclin D1

5. wnaustaysAn1siinanes1en Rituximab Tu CLL/SLL
5.1. T,%'Lflummmumﬂluﬁﬂwﬁﬁmaq‘tuﬁauﬁaem‘lmashmﬁa Fotaluil
5.1.1 CLL with high risk (Rai stage Ill - V)
5.1.2 CLL with intermediate risk (Rai stage | - 1) ifl active disease 1éun
(1) B-symptom lgud 14 wileeennansiu w3 tminan seumde vieil severe fatigue
(2) vuavaululaunndl 6 gy, 3nuelaTge ﬁmmimmﬁmﬁamgnﬁwmﬂﬁﬁm
(hypersplenism) w3afiarmatinsiy wieseanimdedaunni 10 wu. wieilonsandemivies
(3) nMsvhauveseteizing q WeuneasiiAamnlsausids i
(4) Lymphocyte doubling time 1asni 6 thay L g
(5) Autoimmune complication filiineuanesste steroid




5.2 Tl Rituximab SRV aithvn gms R-FC x 6 cycles \lasanlsinanissnen progression
free survival fiindidledieuivendu Grvdauumnsufifivesmnalaininewinssmedlne)

5.3 6geangunnnda 65 Un3eiilsasan (major comorbidities) Téa congestive heart failure,
coronary artery disease, chronic pulmonary disease, cerebrovascular disease, diabetes mellitus,
peripheral vascular disease, autoimmune disease, moderate to severe renal impairment
(CrCL < 60 mU/min) awnsaldl R-Bendamustine wa R-chlorambucil 1 (321 Rituximab Taiiiiu 6 a%e)

5.4 Mdugnvuui 2 wie 3 1‘LJN‘U’JUV]&Jﬂ"I‘iﬂﬁUﬂ‘U?JENI‘iﬂM”IﬂﬂTI 6 B aavEne Rituximab
ﬂ'ﬁqaﬂma IﬂamLaaulﬂumq‘ﬂauﬂLmumﬂfmuluma 5.1

6. davinuveaInsiden

6.1 Taiwugtilunsld Rituximab Jugidien saudanistiidiu maintenance therapy

6.2 laluusrdilyt Rituximab TugfUaefiianiwinany ECOG 3 wag 4 w3ail significant comorbidities
ﬁﬂﬁ%’nwﬁaaLﬂﬁﬂﬂﬁ'ﬂué”ﬂﬁawmmﬁmmmw%ﬁim \iu nguEfUaw bed ridden, moderate to severe
dementia, Down’s syndrome liiasnsodeansiitauanenmslsavsaeinistradssiisanmssnle

7. aunapfiLugLn
YA Rituximab 375 me/m? neanarasaldonmlusoun 1 wag 375 - 500 meg/m? neania
waanEens vn 3 - 4 a1 w38 Rituximab subcutaneous 1,400 mg Tusau? 2 - 6

8. MIAanL/nMsUsEliukanIsInen
8.1 NM3UTEIUYTEANTHNATBINTINY
8.1.1 pyRUssiunRe UL INISHasM IR uMeT uinaslunyssdou uavnannge
maviesUfjURnsmanasgu Tunnsevveanslie
8.1.2 ATIARANIUAIEAINTIE (radiologic imaging) ) §1 luuinainensianuseslse
natlazupliua 3 - 4 seuresnssnwm LLawLuaauammﬁﬂm
8.1.3 natlnsnanuseslsalulunseg niausFusu 1Hama bone marrow aspiration/biopsy %1
wdsleiFuenluud 3 - 4 sevvesnainu wasiieduganissnu
8.2 NMsUsziusuANUABRAEANULINTFIY pusensssteluil
8.2.1 #nUsedA n529919n18 9529 CBC Liloyssifiuauguissvasnadnafssiiiinaine,
NNTDUVBINTINY
8.2.2 asrammsaadoladadusnausiial (Hes Ag, anti-HBc IgG Wag anti-HBs) naunslen
ASIuIN MNATITNUNSAAITD
(1) n56 HBs Ag positive Tda HBV viral load udrSuedulada
(2) ns6l anti-HBc IgG positive 193 HBV viral load wéEnedlaa
3) WildelestumsmiGuvesdhiadudniaudognley 1 U vdamnmgaen Rituximab uaa
wagFnay liver function test vin 3 thau
(@) as13nsvheuwesiala (cardiac function) Apulnisnw B
(5) 9399 BUN/Cr, electrolytes, uric acid, LDH feunsldenndausn/ /7 r

F
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9. inausinvgaen livgaen Rituximab lensianudsladeniistastolyil
9.1 Linavausssiosn \Uu progressive disease

9.2 limauaussnasn Wu stable disease vidsanlaeluudl 4 U
9.3 T4g1 Rituximab AuATU 6 50U

9.4 gihgliaunsanusinainishifavssasdainnslden
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HuInennuAIRingeAIen Rituximab
99Usld Non-Hodgkin Lymphoma %#ia Diffuse Large B-Cell Lymphoma (DLBCL)
WUiuusenssil 2 mumisdensudyTnans i na 0416.2/9 286 asfuil 30 wwneu 2568)

1. szuvaylan1siindneaen
TiveeyiiRn1sinT A1 Rituximab 91ns¥uU OCPA Rewhmssnen Inslianuneuiaameileou
wang e uazdstayaneasidunnisinwinulyslareaiiuun (Protocol RTX-DLBCL)

2. anuaNURYasEnUNEIUIEA

2.1 Wuaeunenunaiiinundenlunmsitedouasdnunlsa non-Hodekin lymphoma wiin Diffuse
large B-cell (DLBCL) &

9:2 a‘]LLWV}EJ‘LQW']xmqmuﬁwqﬁiu%’a 3 LLazﬁLme‘iLawwmqawﬁu%aw%’amzéwﬂLLa%'ﬂm
Haymunsndeuiionnaninanisauas/Mianissnwm

3. AauduURvauwndgin1ssne
Duwwndfidermngiildsunidesyifiviopdivnsanwwmeaniluanulainine vioogsmans
Isaden Feujuinuluaauneuranlasuniseyiflude 2

4. tnauain15i49delsa Diffuse large B-cell lymphoma

e histologic morphology Wagms19Wu CD-20 positive 1A838 Immunohistochemistry gaLu
Tusedlinusomitmdssmeuenls waisilsalulunszgnaylaulyldnasinnisngin flow cytometry Lot
IauRpIny CD-20 positive cell

5. wdngwiidesiifeusznaunsitadelsauazinniunisin

5.1 M3tnusydi n599319n18 seylaynvesUieg S18URANTATIMNNEITINGT uassey
uHunSSnATaLY

5.2 NM3n52an5aditadonas bone marrow study wislilunsussdiuszezuadise uasinn
N3N

5.3 ﬂﬁi@iaﬂﬁugﬂu 1awn CBC with differential cell count, BUN/Cr, electrolytes, uric acid,
LDH wag LFT

5.4 maUsgidiuanuUaenievastieneunsiuen Rituximab uageieiivrte Taun asrantsviay
g0la (cardiac function) As19vnsAAW el sarusnausiing (HBs Ag, anti-HBc IG way anti-HBs)

1 L 78 )
naulvinnssnw

6. inauataysiAn1s1nTeA1e1 Rituximab Tu Diffuse large B-cell lymphoma
6.1 M dueaunuusn (first Une therapy) Tneidouleswigluil

6.1.1 henssegluanmsnsnenweauas Aeil Eastem Co-operation Oncology Group (ECOG)
performance status faust 0 53 2 (383 ECOG 0 - 2) lunsdiit ECOG performance status 3 - 4
foudunaainlsn DLBCL wos (aflyan co-morbidity Bu)

6.1.2 gfUe DLBCL s85% | - IV Imsjauaumamsmmmwmﬂgummi mwmmiaaan (chest- Xeray
%38 CT scan) nMW353dd04v04 (ultrasound 438 CT scan) LLﬁ”ﬂ’]iﬁ‘S’Jﬁﬂ‘Uﬂ‘iuﬂ/fJ bone marrow 6.}
aspiration/biopsy) :




6.1.3 nsdiidu primary CNS Lymphoma Twld 52y high dose methotrexate containing
regimen (cytarabine %38 ifosfamide %38 temozolamide)
6.1.4 nsdidu secondary CNS Lymphoma Wil gpiunUngns anthracycline based regimen
37U high dose methotrexate containing regimen
6.1.5 il Samvenaivrdngns CHOP/mini-CHOP usvnasianuiuindu double-hit
lymphoma videwu primary mediastinal large B cell lymphora ansnsaldsauiuenieiivnagns DAEPOCH
6.1.6 nsa‘iﬁﬁma%‘mﬁaﬁnﬂmqm 6.1.4 %38 6.1.5 91im non hematologic toxicity 1¥uds
nsiasugnseeiivinlumssioany
6.2 oullAlidnA1e Rituximab Tufneiiiinsndufiuveslsneionsn (1% relapse) n3eldiiu
second line therapy i’)ﬁJﬁ’UUﬁLﬂﬁﬂﬂﬂ'ﬂwumqaﬁ‘lﬁﬁ cross resistant ﬁ’ummﬁﬁ'}ﬁ’ﬂ“l,uqmﬁlﬂmﬂ
IFsunneulneiieulagelud
6.2.1 fidoulavemdiiniudieatude 6.1.1 uas 6.1.2 Ltﬁxiiﬂﬂﬁﬂtﬂﬂ%ﬂﬁﬁﬂﬁq@ﬂ’]ﬂ%ﬁuiﬂ
Tauuiiu 6 Weu
6.2.2 Iuﬂ‘iﬁﬁﬁl,mwEj‘ﬂsl;’%’ﬂ‘le}'lLﬁﬂ’hQ’ﬂwé’dlﬁﬂ‘iﬂﬁi‘ﬂﬁmﬂﬂ’lﬂ“ﬁ Rituximab + chemotherapy
Tusrefidu refractory diffuse large B cell lymphoma amwmaauﬁﬁmﬂ%m Rituximab
\hu second line therapy saufueaiivingasiwi gegalsiiiu 6 w3e 8 sou Ingliidssnidnnislden
1 first line therapy tﬁ'amaaqﬁﬁLﬂﬁauaﬁmmmﬁﬁ’]ﬁmﬂu 2" line treatment (refractory diffuse
large B cell lymphoma g lineuauassmosuuuwsn)
6.3 liesiinislefen Rituximab fiundn 2" line of immunochemotherapy

7. YUIABIAZITN1T YN
YUY Rituximab Nuuzd1Ae 375 me/m? lAlasn1sneaniavasndsnan (intravenous
infusion) Lty 8 seU TaevieiuseuasUssane 3 - 4 e

8. MsnnugUapszvinemsine uazUszdiuaulaenfonmansgiy duioluil
8.1 dnuse iR 3aeseme Ussliuruguusiemainadediinanisauaymsinw vin 1 dUanv
TunsWenseuusn uazynadsnounisiieluseudnly
8.2 #1399 CBC Aaunslifonaiusn uazvnadeteunislieluseudaly
8.3 nsdifmumsindelSasusniauaiing (HBs Ag, anti-HBc IgG Uag anti-HBs) naun15wen
8.3.1 n3til HBs Ag positive T¥da HBV viral load u&suendulada
8.3.2 N8l anti-HBc IgG positive T9da HBV viral load LUl YA
8.3.3 Wildeastunsinsureshiadusniautednios 1 U ndsainvgnen Rituximab wén
wazRAnm1Y Liver function vn 3 1w

9. NMsUsHIUYSEANSNATRINITINEN
9.1 P57UTLHUNTNDUAUDINIYBINTUAZNTNSIITNMBULANA YT D ULaTRANIINSID
meesUfuiinsmuunnsgiu Tuynseuvesnisien
9.2 maﬁ]mmmumamwma (radlologlc imaging) SiluuInaRssaNUTeETsA ﬁa\ﬂmuaﬂﬂuafa
3 - 4 SPUVBINTINY LLa“LﬂJﬂﬁuaﬂﬂ’]ﬁﬂ‘m '




9.3 nsalmsnanuseelsalulunszgnaausiSuduliingia bone marrow aspiration/biopsy 1 vidaldsuen
1w 3 - 4 sevreanisinu wandledugansinw

N9l NMSUSEEUNANITSNYIH 198 93N eust Lugano Response Criteria for non-Hodgkin Lymphoma
(NARNUIN)

10. tnausinsugaen Wivgaen Rituximab iilensianudeladoniisioluil
10.1 fiuamsuszdiuiu stable disease 138 progressive disease vdsannlaenluuda 4 sou
10.2 l4fen Rituximab auAsU 6 - 8 58U
10.3 fUglilanansanuseeinislifsUssasdainnislden
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Lugano Response Criteria for non-Hodgkin Lymphoma

and residual mass(es)
of any size.

No new or progressive
lesions.

At interim, these findings
suggest responding
disease.

At end of treatment,
these findings indicate
residual disease

Response Site e T
(Metabolic response) (Radiologic response)
Complete | Lymph nodes and | Score 1, 2, or 3° with or | - All of the following: target
response | extralymphatic without a residual nodes/nodal masses must
sites mass on 5PSP¢ regress to < 1.5 cm in LDi
- No extralymphatic sites of
disease
Non-measured NA Absent
lesion
Organ NA Regress to normal
enlargement
New lesions None None
Bone marrow No evidence of FDG-avid | Normal by morphology; if
disease in marrow indeterminate, IHC negative
Partial Lymph nodes and | Score 4 or 5° with All of the following
response | extralymphatic reduced uptake 250% decrease in SPD of up
sites compared with baseline | to 6 tareet measurable nodes

and extranodal sites

When a lesion is too small

to measure on CT, assign

5 mm x 5 mm as the default
value

When no longer visible, 0 x 0 mm
Foranode > 5 mm x 5 mm,
but smaller than normal, use
actual measurement for

calculation

Non-measured NA Absent/normal, regressed, but

lesions no increase

Organ NA Spleen must have regressed

enlargement by > 50% in length beyond
normal

New lesions None None

Bone marrow

Residual uptake higher
than uptake in normal

marrow but reduced

Not applicable




Response Site el =il
(Metabolic response) (Radiologic response)
compared with baseline
(diffuse uptake
compatible with
reactive changes from
chemotherapy allowed).

If there are persistent
focal changes in the
marrow in the context
of a nodal response,
consider further
evaluation with MRI or
biopsy or an interval scan
No Target Score 4 or 5° with no | < 50% decrease from baseline
response nodes/nodal significant change in in SPD of up to 6 dominant,
or masses, FDG uptake from measurable nodes and
stable extranodal lesions | baseline at interim or extranodal sites; no criteria for
disease end of treatment progressive disease are met
No new or progressive
lesions.
Non-measured NA No increase consistent with
lesions progression
NA No increase consistent with
progression
New lesions None None
Bone marrow No change from NA
baseline
Progressive | Individual target Score 4 or 5° with an Requires at least one of the
disease nodes/nodal increase in intensity of | following PPD progression:
masses uptake from baseline | An individual node/lesion

Extranodal lesions

and/or new FDG-avid
foci consistent with
lymphoma at interim
or end-of-treatment

assessment

must be abnormal with:

- LDi > 1.5 cm and

- Increase by = 50% from PPD--
nadir g e

An increase in LDi or SD) ﬁr’éjmk

nadir )

]
g

) VL Gty )
- 0.5 cm for lesions < 2, a\




PET-CT cT

Site
(Radiologic response)

Response
(Metabolic response)

- 1.0 cm for lesions > 2 cm

In the setting of splenomegaly,
the splenic length must increase
by > 50% of the extent of its
prior

Non-measured None New or clear progression of

lesions preexisting non-measured
Lesions
New lesions New FDG-avid foci Regrowth of previously

consistent with resolved lesions

lymphoma rather than | A new node > 1.5 cm in any axis
another etiology (eg, A new extranodal site > 1.0 cm
infection, inflammation). | in any axis;
If uncertain regarding if < 1.0 cm in any axis, its
etiology of new lesions, | presence must be unequivocal
biopsy or interval scan | and must be attributable to
may be considered lymphoma

Assessable disease of any size
unequivocally attributable to

lymphoma

Bone marrow New or recurrent FDG- | New or recurrent involvement

avid foci

Adpated from: Cheson BD, et al. Recommendations for initial evaluation, staging, and response assessment of Hodgkin and
non-Hodgkin lymphoma: the Lugano classification. J ClinOncol 2014;32: 3059-3068.andNational Comprehensive Cancer
Network. Non-Hodgkin’s Lymphoma. Version 3.2016 https://www.nccn.org/professionals/physician_gls/pdf/nhl.pdf (Accessed
on Oct27, 2016)

Abbreviations: 5PS, 5-point scale; CT, computed tomography; FDG, fluorodeoxyglucose; IHC, immunohistochemistry; LDi,
longest transverse diameter of a lesion;MRI, magnetic resonance imaging; PET, positron emission tomoeraphy; PPD, cross
product of the LDi and perpendicular diameter; SDi, shortest axis perpendicularto the LDi; SPD, sum of the product of the
perpendicular diameters for multiple lesions.

Score of 3 in many patients indicates a good prognosis with standard treatment, especially if at the time of an interim scan.
However, in trials involving PET where de-escalation is investigated, it may be preferable to consider a score of 3 as
inadequate response (to avoid undertreatment).

BPET Five Point Scale(5-PS)1. No FDG uptake > background 2. FDG uptake < mediastinum 3. FDG uptake > mediastinum but
< liver. 4. FDG uptake moderately > liver. 5. FDG uptake markedly > liver and/or new lesions X. New areas of FDG uptake
unlikely to be related to lymphoma Thai Lymphoma Guideline 2022 Evaluation way Response Assessment 11

‘It is recognized that in Waldeyer’s ring or extranodal sites with high physiologic uptake or with activation within spleen or
marrow (eg, with chemotherapy or myeloid colony-stimulating factors), uptake may be greater than normal mediastinum
and/or liver. In this circumstance, complete metabolic response may be inferred if uptake at sites of initial in\/fptVei"nen_t_ is N0

greater than surrounding normal tissue even if the tissue has high physiologic uptake /
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wueANun1siing1eAen Rituximab
Yousld Non-Hodgkin Lymphoma %iia Follicular Lymphoma (FCL)
(U¥uugenssil 3 mamifsdensudy@nans 7 na 0416.2/2 286 atufl 30 LwIBY 2568)

1. szuvaydAnisiinadeanen
Tveeusiinsiingieren Rituximab 9nnszuy OCPA newhn1ssnw Tngliamuweuiaametiou
wnd e wardweyaeazideanisinwiniulusinreanimun (Protocol RTX-FCL)

2. auantAuasaaIuneIUIa

2.1 Wuaonuweunaiisinrimdedlumsitadeuasnulsa non-Hodgkin lymphoma %l Follicular
lymphoma (FCL) e

2.2 fluwndiawgmenuiissylilude 3 wagiuwndlamensavdudmdenszsauguainu
Hemunsndouiionaasfinannlsauay/vien1ssnwn

3. pauanlAvaunndginisine
Wuwmdf@maildsunidesyifvioddasanunmeaniluanlalinive) vieegsmans
Tsadon JeufjiRauluanumeruiailasuniseysialude 2

4. \nusin1534d9du1sa Follicular lymphoma

Tn histologic morphology 91NN3A5IaT T DTEw L IMEBILAEATIINY CD-20 positive Tne3
Immunohistochemistry wag/%38 cell surface marker analysis by flow cytometry lapdnany
CD-20 positive cell

5. wéngiidesiiieusznaunisitedelsauasfianiunisine

5.1 mM3dnUsziR n99919Me seulgvnuestig SIBTUHAMIRTIAN NGB ING LAYTYYUAUNTTINY
fdfaiau

5.2 NMInTIaesadifdedeuas Bone marrow study wislilunisusafiusrervadlsn wasiinan
N133NYY

53 mimﬁlﬁlﬁug'}u eiwn CBC with differential cell count, BUN/Cr, electrolytes, uric acid, LDH
way LFT

5.4 MsUssifiumulasadevesiilsnaun1siuen Rituximab wagguaiitdn laun asam
nMsRadelatadusniauaiing (HBs Ag, anti-HBC IgG wa anti-HBs) Aewulin1sdnuuagnsIan15via
yawila (cardiac function) Weiliteulunanisunme

6. naustayaln1siind1eAnen Rituximab T Follicular lymphoma
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6.2 T Juenvuuusnlufheszes 1 - v Aftenseghslaetwmil dweluil
6.2.1 B-symptom leiu 14 witesennansiiu viderwiinan seumde vieilonisuin vieaduld
2 NIU
6.2.2 vnavesheulafounilannnin 7.5 oy, viellmumisvesouivdownnni 3 fumis
wazlsazawslannIn 3 .
6.2.3 vwawasdiwlauinnit 6 wu. anvielasede fennsandladengniianeiidiu
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6.2.4 mavhawedaegang 4 Mideunesasiiiaannisnalonvieriurestaudauimios
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6.2.5 nsfiguiuLindenantiouas LfimmﬂmiﬁLﬁuaémL%’m'amfﬁmﬁmm‘fﬂﬂluimﬂ'ﬁx@ﬂ
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6.4 13J'LLu:ﬂﬁ'lnﬁ“L‘a’fsJﬂuQ'ﬂqaﬁﬁamwﬁwma ECOG 3 wag 4 luinazifuainlsa wieann
comorbidities 31 9 fisnu winUhelaFumsinwseenaiivntn 1 - 2 ads wdwilanwsneneity
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6.5 Mfusnaund 2 definsnduduvedlsn (1% relapsed) Tnefidoulusaluil
6.5.1 fasflonnissafing1alu 90 6.2.1 - 6.2.6

6.5.2 wuzthgaseaiithdailiigléfumneu $1umu 6 sou
6.6 14101 maintenance therapy Turgﬂ’w FCL 5282 Il - IV fineuaussuuy complete response
Tu 1% %38 2" line of therapy M LNl Lugano Response Criteria for non-Hodgkin Lymphoma
(n1ANWIN)
6.7 ldausiEin1sly Rituximab Aundt second line therapy

7. IUIALILAZASA5 VBN

7.1 uAEn Rituximab fuugtidie 375 me/m? Iilaensueavnaviaanidenm (intravenous infusion)
siiiu 6 50U TneineiuseuazUssun 3 - 4 §Uansi

7.2 neslldflu maintenance therapy T intravenous rituximab 375 mg/m? W 12 dUav S1uau 8 as

8. mshamudiaesznitensinen wazdsuifiunnuvasassamunsgiu dueluil
8.1 4nUseiR #9a919Me A599 CBC leUsziliunusuiswemainafeiiinone nn 1 dUan
Tumsliienseuusn uasynsaunounisistadadely _
8.2 7579 CBC rioun1sliisnadausn uaznnadsnounistieluseudnly iy




8.3 nsdimunsantielfatusnauring dounslien WiiRcselud
8.3.1 n3iil HBs Ag positive T¥¥ds HBV viral load udn3uendlisa
8.3.2 n5fil anti-HBc IgG positive Tifds HBV viral load udisuesulaia
8.3.3 Wiltetesiunmsiniureshiafudniauiodnles 1 U ndswwinvgaen Rituximab win
wagfama liver function 9n 3 Apu

9. M3UsliuyszAnsnavain1sine

9.1 A529UTLHUNITABUAUDIIEDINITLAZNITATIVINMETUTINAIWITIH TN WAZHANITATI
eviasUURNImsnasgn Tunnseuveamsiien

9.2 nrvfiamuiiun s (radiologic imaging) 91 luusnufinensianuseslsa nddldFuenluuii
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3 - 4 59UUBINTINY wazloAugan1sshw
9.3 natlavranuseslsnlulunszgnaausBusiulinga bone marrow aspirationvbiopsy €1 waalasuen

Tue 3 - 4 seureanIsinw uaslloduganissny

10. tnausin1sugaen livgaen Rituximab Wensaawudelatenildmaluil
10.1 laimauaussraen 1Ju progressive disease wasanlaenliuas 2 sau
10.2 lsiinouausriosn 1u stable disease ndsnnlignluua 4 sau

10.3 1481 Rituximab uATU 6 J8U
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ATANUIN

Lugano Response Criteria for non-Hodgkin Lymphoma

Response o PET-CT G
ite
(Metabolic response) (Radiologic response)

Complete | Lymph nodes and | Score 1, 2, or 3% with or | - All of the following: target
response | extralymphatic sites | without a residual mass | nodes/nodal masses must
on 5PSP regress to < 1.5 cm in LDi

- No extralymphatic sites of

disease
Non-measured NA Absent
lesion
Organ enlargement | NA Regress to normal
New lesions None None
Bone marrow No evidence of FDG- | Normal by morphology; if

avid disease in marrow | indeterminate, IHC negative

LDi, longest transverse diameter of a lesion

2 Score of 3 in many patients indicates a good prognosis with standard treatment, especially if at the time of an interim scan.
However, in trials involving PET where de-escalation is investigated, it may be preferable to consider a score of 3 as inadequate
response (to avoid undertreatment).

b PET Five Point Scale(5-PS)1. No FDG uptake > background 2. FDG uptake < mediastinum 3. FOG uptake > mediastinum but
< liver. 4. FDG uptake moderately > liver. 5. FDG uptake markedly > liver and/or new lesions X. New areas of FDG uptake
unlikely to be related to lymphoma

© |t is recognized that in Waldeyer’s ring or extranodal sites with high physiologic uptake or with activation within spleen or
marrow (eg, with chemotherapy or myeloid colony-stimulating factors), uptake may be greater than normal mediastinum
and/or liver. In this circumstance, complete metabolic response may be inferred if uptake at sites of initial involvement is no
greater than surrounding normal tissue even if the tissue has high physiologic uptake
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LUAIN9NIAUNISIUNTI8AT8 Rituximab

Y9UslY Non-Hodgkin Lymphoma %iin Mantle Cell Lymphoma (MCL)
(USuugenssil 2 aumilsdensudydnans 71 na 0416.2/2 286 asiufl 30 w1 2568)

1. szuvaydianisinituanen
TivoeusifinisiingeAnen Rituximab anszuu OCPA newhmssny lngWianmunenunaameie
wwnd gie uazdslayaseaziduanisinwmaulusianeaiidivun (Protocol RTX-MCL)

2. AnEUURYaLENIUNEIUIA

2.1 Wugauwenaiiiianundeslunsidadouwassnuilsa non-Hodgkin lymphoma %iin Mantle
cell lymphoma (MCL) &

2.2 flwwdiawensmuiissylilude 3 wagiunmdiamemeanududamdeuazsiuguadnu
amunsndeuiionnasinanlsauaz/mionsinw

3. gruandfvaunndghinnissne
D demailisumidoayiiviodtnsmnuweanluaulainine visengsmans
lsagen GeufuRnuluaniuneruianlasuniseylimlude 2

4. neugin153anelsa Mantle cell lymphoma

Ine histologic morphology mﬂm‘immwNwaﬁﬁ?wmfﬁuLﬁ’amaqﬁamﬁwmﬁaaﬁaﬁmﬁaﬁmx@ﬂ
(lymph node or bone marrow biopsy) 3AUNTSATIAsE immunohistochemistry 494 CD5+, CD10-/+,
CD20+, CD23-/+, CD43+ wag cyclin D1+ %38 flow cytometry

5. wanguiidesiliousznaumsidedulsauazinniunisine

5.1 M3tnUsedR #33951Me seyUamuesiUie TEnURaNIATIMNNTEINET WagTeyuRLNMIINY)
Aoy

5.2 MINT19M959@IHad waz Bone marrow study wieldlun1sussifiuszevuedsn wazfinnig
3TN

53 miﬁli’m‘ﬁ UgIU Tawn CBC with differential cell count, BUN/Cr, electrolytes, uric acid, LDH
way LFT

5.4 MsUszliuauvasaisvesgUisnounisiuen Rituximab wazenaiivndn laun nsaam
nsAndslh¥asusnausing (HBs Ag, anti-HBC 1gG way anti-HBs) newl¥inisinw asaanisvheny
vowhila (cardiac function) lefideusd

6. ineugiaudinnsiiingeAnen Rituximab Ty Mantle cell lymphoma
6.1 I%Lﬂuwumumniuﬁﬂaaﬁﬁaaagﬂluﬁauh Faaluil
6.1.1 Stage Il bulky (vu1afaw > 7.5 431.) stage lll wag IV
6.1.2 nsflongluiiu 65 Y
(1) sipdlisaiiugasen R-CHOP @iy R-DHAP 3miu 4 - 6 cycles uaelssyinluaumssne
#e autologous stem cell transplantation (ASCT) vi3eilunumsdasofisanuneutadiannsely ASEF—_
wisutufinumumssnuasnanasiunvszilou wie /o~
(2) A3aulvigns R-Hyper-CVAD/MA 31u3u 8 cycles [ .

6.1.3 nstlengunndt 65 U Wil R-CHOP %38 R-bendamustine 411w 6{5&&{%‘;
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6.2 T duervuud 2 Iugﬂaaﬁﬁmsﬂé’uﬁwaﬂiﬂ wglunedfmenoudusise Rituximab
swfvsaiitninunnou il sedesdissornawedsaamuifunii 12 dou wdamssnaded 1 luuds

6.3 WAl R-Bendamustine 1 TugfUauiil significant comorbidities anwsnannelaimansay
waglsiannsnsuegns CHOP 1

6.4 10U maintenance therapy Iuciﬂ’m MCL finguauaduuy complete response 18 1% line
induction u3evidsnmssnudag ASCT ssneus’ Lugano Response Criteria for non-Hodekin Lymphoma
(MAEWIN)

7. auaeuazisnasiven

7.1 W9en Rituximab fluugthiia 375 me/m? Iilaemsvenmaaanidendh (intravenous infusion)
neulienaiivntannsey

7.2 9um81 Bendamustine 70 - 90 me/m?

7.3 sl maintenance therapy 19 intravenous rituximab 375 me/m? NN 8 dUamt 99y 18 as

8. MsfanuUagszuitemsine uazdsufiuanudasafsmusnasgiu deluil

8.1 dnuseif anaTume vssiluammiguusswesradrafosiinnnlsauaznisinw v 1 dUand
umslfenseuusn uasnnesateunslifeluseudaly

8.2 9333 CBC nioumslienasausn uasynaddeunsifeiluseudaly

8.3 nstifinunsiad olfasusnavrindnaunslier wu Hes Ag positive #3® anti-HBc I¢G
positive T¥ida HBV viral load udaiBsentiastumsiiGureshafusnautegates 17 VIRINTEAEN
Rituximab wef uag@inau liver function vn 3 1o

9. MIUTEliuUTANSNATEINIIFNYN

9.1 A329UsEEIUNTNBUAUBIIBDINITWALN1TRTIVT NN ETLRNadlunYsETeY uagnan1sns79
mavislfiinsnminesgiu luynseuvesnislen

9.2 n39ARMLAIE imaging study TiluuSnnTAsRTIUTeElsn ndsleTueluLds 3 - 4 seu
199530 wazileduganisin

9.3 nadlasranuseslsalulunsegnisudiFuduliinga bone marrow aspiration/biopsy 4
Lﬁ’e]é)‘uq&]ﬂﬁ‘%)ﬂ‘lﬁ’l
10. inausin1svgmen Tngaen Rituximab Wensiawudeladontlaelui

10.1 liineuausasios 1Wu stable disease %130 progressive disease ndsanldenluuds 4 sau

10.2 981 Rituximab A5y
10.3 gUrglianunsanusieoimsbifisussasdainnisliden Rituximab saafusaiiiada
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Lugano Response Criteria for non-Hodgkin Lymphoma

Response Site PET-CT cT
(Metabolic response) (Radiologic response)

Complete | Lymph nodes and Score 1, 2, or 3% with or | - All of the following: target
response | extralymphatic sites | without a residual mass | nodes/nodal masses must
on 5PSPe regress to < 1.5 cm in LDi

- No extralymphatic sites of disease

Non-measured NA Absent

lesion

Organ enlargement | NA Regress to normal

New lesions None None

Bone marrow No evidence of FDG-avid | Normal by morphology; if
disease in marrow indeterminate, IHC negative

LDi, longest transverse diameter of a lesion

* Score of 3 in many patients indicates a good prognosis with standard treatment, especially if at the time of an interim scan.
However, in trials involving PET where de-escalation is investigated, it may be preferable to consider a score of 3 as inadequate
response (to avoid undertreatment).

® PET Five Point Scale(5-PS)1. No FDG uptake > backeround 2. FDG uptake < mediastinum 3. FDG uptake > mediastinum but
< liver. 4. FDG uptake moderately > liver. 5. FDG uptake markedly > liver and/or new lesions X. New areas of FDG uptake unlikely
to be related to lymphoma

It is recognized that in Waldeyer's ring or extranodal sites with high physiologic uptake or with activation within spleen or marrow
(eg, with chemotherapy or myeloid colony-stimulating factors), uptake may be greater than normal mediastinum and/or liver, In
this circumstance, complete metabolic response may be inferred if uptake at sites of initial involvement is no greater than

surrounding normal tissue even if the tissue has high physiologic uptake
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