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TPOG #A 4t & E M % i non-Hodgkin's lymphoma (NHL) = i e dh « 4% H b Bl 5 &) 508 NHL 36
R - &% F = histology (& immunophenotype) & stage + S 45 £ 49 subtypes, 88T E = 5% F €
L4 3R B o AT 09 e 2R R 0 B o B @ 4 & TPOG NHL 2010 Protocols for Childhood Non-Hodgkin's
Lymphomas in Taiwan @ (% 1: TPOG : Taiwan Pediatric Oncology Group)

=~ Hx

TPOG-NHL 98 protocols § 1998 FJ& i » MAESE A L8 NHL 240 12 F4 - R &€
NHL i m st £ilE— ~ —+ 5O RMEF » XEH B £ - TPOG-NHLI8 protocols (4 T-LBL for
lymphoblastic lymphoma (LBL).A& B-NHL for Burkitt' s lymphoma (BL) + diffuse large B-cell lymphoma (DLBCL),
and anaplastic large-cell lymphoma (ALCL)} % based on NHL BFM 86/20 protocols. & & BFM group 338
MHL-BFMS5 protocols + & 2005 S pidg L & A MG BEFE » R{EBFMgroup (42 - B ~m 4] EH
$ 4t 538 5248 & o A modified BFM 95 protocols 2 & R + &80 Kk & -

#1— 4% BFM-04 protocols B AT{B R % ¥ » {24 2.5 preliminary report » 2009 5 3 B £ #dokk

3474 5t. Jude Viva Forum £ #8 &% childhood NHL ' 2009 3 6 B f£ & B Frankfurt 45789 8 =R
childhood, adolescent, and young adult (CAYA)NHL 2 &3 » #F 8B 2 TH M A ATV £ NHL O EH &
Eﬂ E
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B £ 5 & NHL ;4% 2 world leaders: 7B C. Patte, & B A. Reiter & NY Columbia Prof. Cairo 4, #& £

H COG %44 - M A% international multicenter study results & B 4% 4 49 FAB/LMB 96, BFM95 %
Z 4B 80 B HE » ALCLO9 randomized studies for ALCL 4, closed 3 4F 3z & & - Rituximab (anti-CD20)4E g,
A DLBCL & routine S # &M » 2 L #F B-cellNHLZ B EMNMETH R F -
1. 53,8 85 o M #0307 &9 R 2 5 9% % (based on NHL BFM 95)= {# 4§ °
(1):5 ## s # fig #F #1 /& mature B-cell lymphoma (BL, DLBCL), {2 #kFs PMBL (primarymediastinal large B-cell
lymphoma). F 3% & FAB/LMB (ik -~ % ~ 3% BFM Feéh= BB %) =t BFM group, overall survival % 4% 7
s B ¥ localized disease = survival #& 95%L b+ stage lII/IV 80-90%, = £ &) CNS disease 4.4 75%
£l F - #%4M 4 BFM based protocols, 2% #% FAB/LMB #L BFM i &4 # 25 + /0 F BFM #4F » ZA&A2H
BFM 95 based. Risk grouping & —k Fj & = BFM 95 $t BFM 90 & — 2 % -+ risk groups 4~ R1-R4, stage LA
#, LDH & fR F £ = criteria.
(2) PMBL =& mature B-cell lymphoma # tb$% R ] &9 + M children's protocols 496 &5 f 33 B #h B-NHL £,
7 | CHOP based protocol #e L Rituximab, /8 DA-EPOCH-R 6-8cycles 4 PMBL & F 4R 45 » ¥ i b 4
radiation 2 % £ | WA A R(Rituximab) s 37 2L & 6% 4 £ - (5 {E:According to TPOG 2010-NHL
protocol)
(3)i& #8 A%, T F 41 ) & mature B-cell lymphoma (BL + DLBCL) + 124k PMBL (primary

mediastinal large B-cell lymphoma) « &3 A& FAB/LMB (i& - £ -~ n & BFM e fh = e E %) & BFM
group, overall survival % &AL £ 4 » X P localized disease 2 survival 42 95% 24 £ » stage I11/IV 80-90%,
Hr £ &Y CNS disease .48 75%u4 L -
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(4) Risk grouping B — - % + BFM 95 92 BFM 90 # — &b g4 % » risk groups 4~ R1-R4, stage LL ¥, LDH &
i F F 2 criteriam =

(5)PMBL & mature B-cell lymphoma ¥ th&: 7= F] &5, H children's protocals &# & £ &8 H 40 B-NHL £, T
H CHOP based protocol #e_L Rituximab, # H DA-EPOCH-R 6-8cycles #f PMBL %t Fab i 4F » Tl b &
radiation 2 & K | WA L Rituximab —Ae{E F » {H A B 58 & R -

(6)TPOG-NHL98 F] B-NHL K1-K3 ;4% ALCL,  based on BFM 80 = “K" protocol for ALCL 2= ALCL
99protocol 3 S enrolled K F &M A B AR ® A F 2 F ALCL 75 & » ©4 8% H &kt 6) randomized
results: tb 4 S MTX B & 2 #| &, MTX 3g/m2 over 3 hours and no IT + ;2 # 3 fuv CNS disease, 3h-infusion
toxicities 4tk 1g/m2 24hr-infusion # {&:% A= M maintenance weekly vinblastine for 1year lEi& HFE M ¥ »
g ERFIFEFRER AN FRTAREHESHER -

(7) ALCL ¥4 7} peripheral NK/T cell lymphomas (PTCL) » subtypes B & + AR R EFRF » £ HF £ B4
K 0 4 Q% PTCL & subtype A #t40 H 0 AR 2558 £ 45 K44 » CHOP based or T-NHL
protocols #i# AR » LA IRKEHA HSCT -

(8)PTLD (post-transplant lymphoproliferative disease) * % & EBV(+) » CD20(+) mature B-cell lymphoma » A
£ £ % DIBCL#sE - 158 &7 4p 8| #| BT + # B Rituximabmonotherapy 35T 4& 8 &) - 2 B B-NHL

protocols with or without Rituximab -

(9)Rasburicase (recombinant urate oxidase) 0.1-0.2mg/kg/d day 0 - max. 5 doses, nonalkaline hydration. ¥ 7§
% #% /& 5% acute tumor lysis syndrome FE % 37 # » £ high risk patients (advanced stage Burkitt's lymphoma
with high tumor burden and pre-existing hyperuricemia or renal dysfunction) £ &% » K K&V T el b8
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(9) 48 5 s AR = B-cell lymphoma T H R-ICE (ifosphomaide, carboplatin, etoposide, Rituximab), followed by
autologous transplant. —f& M & BLor LBL 4 ### ##4 £ - 7% £ X 10-30% DLBCL or ALCL J] =T i& 50% -
PMLBL or other rare subtypes #) 25-40%, 3% —#& lymphoma, 4 1§ 8 i 3 2 1L SCT A consolidation 8
FHoy 2 B k4234 9| stable 2nd CR = &4 HSCT & salvage therapy, auto fo allo £/ % » {2 LBLrgsh » 45
LBLallo Eb auto 474§ % -

(10) 5t. Jude or Murphy staging system for childhood NHL & 1980 se ¥t S ¥ B H U H— ARG FTH A=
i 2=~ S+ E L £ i FIZ B Hidedb 2 A ¢ gt staging system # & F & revision 2R - 2RSS
EXEEREHOER - BRLFHARDTER » EMH R E2 -
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(1)History and physical examination

(2)Complete blood counts

(3)Liver and renal serum chemistries include serum LDH and uric acid
(4)Bone marrow examination {aspiration / biopsy)

(5)Cerebrospinal fluid examination

(6)Chest x-ray

(7)Abdominal Sono (include liver/spleen, kidneys, abdomen and pelvis)
(8)Bone scan

(9)Gallium scan (optional, preferred in bone disease

2. E

(1)Cytochemical and immunological evaluation of ascites or pleural fluid
(2)Chest CT scan (if CxR findings are abnormal or suspiciously abnormal)
(3)Abdominal CT scan (can be waived if ultrasound is adequate)

(4)Head and neck CT scan or MRI (for head and neck primaries)
(5)Dental evaluation in patients with Burkitt’ slymphoma

(6)PET scan (more useful for response and residual disease evaluation)

Clinical Gubdaline 2024

version 2.0
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1.Stage llI

2 Stage IV

3.5tage IV with CNS involvement: worst prognosis
4.LDH > 1000 U/L

5.Uric Acid > 7.1pg/dl
(#i2: According to Manual of Pediatric Hematology and Oncology)

&~ 5

1.Lymphoblastic lymphoma (T-cell or precursor B-cell type)

2 Burkitt's or Burkitt's-like lymphoma

3.Diffuse large B-cell lymphoma

4. Anaplastic large cell ymphoma (irrelevant of immunophenotype)with CD30-positive
5.Primary mediastinal large B-cell lymphoma (PMBL)

6.Immunodeficiency related/ Post-transplantation lymphoma (PTLD)
7.Post-Transplantation Lymphoproliferative Disease (PTLD) withCD20-pasitive
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Stage |
A single tumor (extranodal] or invelvement of a single anatomical area (nodal) with the exclusion of the mediastinum
and abdomen.

Stage Il

1.A single tumor [extranodal) with regional node involvement.

2.Two or more nodal areas on the same side of the diaphragm.

3.Two single (extranodal] tumars, with or without regional node involvement on the same side of the diaphragm.

4.A primary gastrointestinal tract tumor (usually In the lleocecal area) with or without involvernent of assoclated
mesenteric nodes that is completely resectable.

Stage |l

1.Two single tumors (extranodal) on opposite sides of the diaphragm.
2.Two or more nodal areas above and below the diaphragm.

3.Any primary intrathoracic tumor (mediastinal, pleural, or thymic).
4.Extensive primary intraabdominal disease.

5.Any paraspinal or epidural tumor whether or not other sites are involved.

Stage IV
Any of the above with initial involvement of the central nervous system bone marrow or both
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+ ~ Stratification of Treatment by NHL Subtypes
1.TPOG 10 T-LBL (based on NHL-BFM 395 protocols)

2.TPOG 10 B-NHL (based on NHL-BFM 95 protocol)

3.TPOG 10 ALCL {based on EICNHL-ALCL99 protocol)

4.TPOG 10 PMBLa & TPOG 10 PMBLb (choose one)

5.TPOG 10 PTLD

Clinical Guideline 2024  wersion 2.0
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Classifications Treatment protocols

Lymphoblastic Lymphoma TPOG 10 T-LBL

{T-cell or precursor B-c=]] type) TPOG 10 T-LBL a for Stage | / Stage |l cases
TPOG 10 T-LBL b for Stage 11l / Stage IV cases

9

Burit’ s lyrphoms TPOG 10 B-NHL
Diffuse large B-cell hymphoma >

lastic large cell

s TPOG 10 ALCL

immuncphenotype) with CD30+

Primary mediastinal large TPOG 10 PMBL a & TPOG 10 PMBL b (choose one)

B-cell lymphoma 4"

Lymphoprobiferative Disease - 5 TPOG 10 PTLD
(PTLD) with CD20+

(1§ tE:According to TPOG-NHL 2010)
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TPOG 10 T-LBL(based on NHL-BFM 95 protocols)

Patient Eligibility:
l.Lymphoblastic Lymphoma (T-cell or precursor B-cell type)

Treatment Plan:

l.Arm a (TPOG 10 T-LBLa) for Stage [ / Stage II cases

2. Arm b (TPOG 10 T-LBLb) for Stage Il / Stage [V cases

3IFCD20 (+) add Rituximab (Rituximab 375mg/ m2 IVF weckly monotherapy, assess treatment response  after 3
weeks ¢ patients showing >25% reduction in tumor volume receive 3 further Rrituximab infusion on a protracted

schedule (3-dwk interval).(referred from PTLD with CD20+ protocol)

Special Notes:

1. Before, during and 24 hours after the infusion of HD-MTX, hydration with alkalinized isotonic fluid should be given
and be sure of having adequate renal function. Serum MTX level should be measured at 42 hours (or 48 hours) after
starting MTX infusion. If the MTX level is <1pM at hr 42 { or <0.4pM at hr 48), leucovorin will be given as scheduled
(15mg/m2 iv + starting at hr 42, g6h for 5 doses; iv or po for the following 4 doses); if the MTX level is >1pM at hr 42
for =0.4uM at hr 48), it should be monitored daily and levcovorin dose should be increased and extended till the
MTXlevel falls <0.1pM.

2.Cranial irradiation will be only given to patients with overt CNS disease, the dosage will be 18 Gy in the second year of
life and 24 Gy in older children. Children less than 1 year of age do not receive cranial radiotherapy, cven with overt
CNS disease. In males with testicular involvement, irradiation (24 Gy) of the testes will be performed if persistent
biopsy-proved testicular disease after consolidation therapy.

3 Patients with a persistent tumor after induction protecol 1 may receive either local radiotherapy (30 Gy) or surgical
resection.
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TPOG 10 B-NHL (based on NHL-BFM 95 protocols)

Patient Eligibility:
1.Burkitt’s or Burkitt’s — like lvmphoma

2 Diffuse large B-cell lvmphoma

ixclusion Criteria:

1. Immunodeficiency related’ Post-transplantation lvmphoma (PTLLDY)

2. Primary mediastinal large B-cell lvmphoma (PMBL)

Treatment Plan:

1.Patients will be further siratified according to the risk criteria and treated accordingly

Risk

Group Definition

R1 Stage | + I, completely resected

R2 Stage | + I, not resected
Stage Ill and LDH =< 500 U/L

R3 Stage lll and LDH > 500 ~ <1000 U/L
And CNS-neg.

R4 Stage lli+IV+B-ALL and

LDH=1000 U/L orfand CNS-pos,

12

Therapy Courses
A B
MiA B W [

Miaa[BE|[cc| Al BB

Va4 B8 €d AA BB [cC

ChHnical Guideline 2024

wersion 2.0
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Special Notes:
1. Patients in risk groups B2, R3, and R4 receive a 5-day cytoreductive prephase before the first course A (AA)

is administered. All patients in B3/ R4 have to receive Rasburicase (1.5mg/vial) 0.1-0.2mg /kg/day intravenously (take

the whole vial near the proper dosage) during the first days of cytoreductive chemotherapy (max. 5 doses). Note:G6PD

deficiency is contraindication. Hydration (without sodium bicarbonate) is administered at 31./m2. Chemotherapy can be
initiated between 4 and 24 hours of the day 0 rasburicase dose.

2. For patients of risk groups R3 + R4 receiving MTX 5g/m2 (AA/BB), the guidelines for HD-MTX administration and
following leucovorin rescue are the same as those for the TPOG 10 T-LBL protocol. For course A/B, MTX 1g/m2 will
be infused over 4 hours, measure the MTX level at 42 hours after the start of MTX infusion, give leukovorin 15mg'm?2
g6h for 3 doses at hr 42, 48, and 54 after the start of MTX infusion. if the MTX level is =1puM at hr 42 jor =0.4uM at

hr 48), it should be monitored daily and leucoverin dose should be increased and extended till the MTX level falls
<0.1 M.

3. Conditions for starting the second and subsequent courses are as follows: platelet levels higher than 50x109/L and
neutrophil counts higher than 0.5 x 109/L after the nadir of postchemotherapeutic cytopenia. For patients of risk groups
R3 and R4, granulocyte colony-stimulating factor 5 g'kg /day subcutaneously is recommended after the first 2
therapy courses. The minimal interval between the first day of two successive courses is 2 weeks,

4,In CNS-pasitive patients, a device for intraventricular application of chemotherapy is implanted before the second
course. MTX 3 mg and hydrocortisone 3 mg are administered intraventricularly on days 2, 3, 4, and

5, and cytarabine 30 mg is given on day 6 of courses AA and BB. In course CC, MTX 3 mg and hydrocortisone 3 mg are

sdministered on days 3, 4, 3, and 6; cytarabine 30 is given on day 7
14
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6.For patients in risk groups B3 + R4 with residual tumor after the fifth course of therapy, a second-look operation will be
performed. [f viable lymphoma tissue is detected, use megadose chemotherapy with autologous stem cell rescue
{autologous stem cell transplaniation [ASCT]). If no viable lymphoma tissue is found, therapy will be continued with the
last course CC in risk group R4, while patients in risk group R3 will not receive any further therapy.
7. For relapsed/refractory B-cell NHL and B-ALL, may try R-ICE regimen for 1-3 cycles, depending upo response,
(Griffin et al; PBC 2009:52:177).
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Classifications Treatment protocols
Lymphoblastic Lymphoma TPOG 10 T-LBL
(T-cell or precursor B-cell type) * TPOG 10 T-LBL a for Stage | / Stage |l cases
TPOG 10 T-LBL b for Stage 11l f Stage IV cases

Butkit" & lymphoma TPOG 10 B-NHL
Diffizse large B-cefl lymphoma .

Anaplastic lage cell
lymphoma (irrelevant
immunophenotype) with CD304

TPOG 10 ALCL

Primary mediastinal large TPOG 10 PMBL a & TPOG 10 PMBL b (choose one)

Lymphoproliferstive Discase TPOG 10 PTLD
(PTLI) with CDO04

16
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(1% 3£ :According to TPOG-NHL 2010)

TPOG 10 ALCL(base on EICNHL-ALCL99 PROTCOL)

Patient Eligibility;
1.CD30+ Anaplastic large cell lymphoma (irrelevant of immunophenotype)

Exclusion Criteria;
1. Isolated skin disease

2. Completely resected stage | disease

3. CNS involvement

i7
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TPOG 10 ALCL: Chemetherapy Dose and Schedule in Each Courseladministered every 3 wk)

Coursa and Drug Dose and Schadula
Praphase
Dexamethasone Smg/mZondays1and 2; 10 mg/ mPendays 3 te 5
Cyclophesphamide 200 mg/m? endays 1 and 2
Triple intrathecal injection Day 1
Course A
Dexamethasone 10 mg/m*ondays 1 to S5
Methotrexate 3 g/m? in 3-hour infusion onday 1
Ifosfamide 800 mg/mfondays1to 5
| Cytarahine 150 mg/m?x 2 ondays 4 and 5
i Etoposidea 100 mg/m~ on days 4 and 5
Coursa B
Daxamethason= 10 mg/mZondays 1 to 5
Mathotraxata 2 g/m?in 3-hour infusion oan day 1
' Cyclophoesphamida 200 mg/mZondays 1to 5
Doxorubicin 25 mg/m? on days 4 and 5

' Leucoverin rescue (15 mg/m? every 6 hours) starting at 24 hours of start of MTX infusion
and ending when the methotrexate level was < 0.15 pm/L.
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Special Notes:

1. Completely resccted stage I disease: treat as R1 branch of 10 B-NHL protocol:A+B (omit I'T)
2, CNS discase at diagnosis will be treated as R4 course of protocol TPOG 10 B-NHL: V+AA+BB+CC+AA+BB+CC,
and use intraventricular chemotherapy via Omaya reservoir as CNS treatment for R4 patients with initial CNS

involvement.

3. Primary refractory or relapse patients may try Vinblastine émg/m2 iv weelkly as solo therapy or combined with other

more ntensive therapy followed by HSCT or not.
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Classifications Treatment protocols
Lymphablastic Lymphoma TPOG 10 T-LBL
(T-cell or precursor B-call type) # TPOG 10 T-LBL a for Stage | / Stage Il cases
TPOG 10 T-LBL b for Stage 11l / Stage IV cases

Burkitt” s lymphoma TPOG 10 B-NHL
Diffuse large B-cell lymphoma -

b | TPOG 10 ALCL
mmunoghenctype) with CO304+

Primary mediastinal lzrge TPOG 10 PMEL a & TPOG 10 PMEL b (choose one)

Post-Transplantation
Lymghoproliferative Disease , 1POG10PTLD
(PTLD) with CDxa0+
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¥ (4% tE:According to TPOG-NHL 2010)

TPOG 10 PMBL a & TPOG 10 PMBL b (choose one)
Patient Eligibility:
Primary mediastinal large B-cell lymphoma (PMBL)
TPOG 10 PMBL a : DA-EPOCH-R for 6-8 cycles (based on dose-adjusted EPOCH protocol)
EPOCH: Etoposide, Prednisolone, Vincristin, Cyclophosphamide + Epirubicin (Table 1)
DA: Dose-Adjusted (dose-adjustment paradigm as in Table 2:based on twice weekly CBCs to achieve
limited neutropenia lower than 500/L)
R: Rituximab: 375mg/m2 iv infusion (day 0); (in N/S 500ml slowly infusion initially after premedication

with acetaminophen vena solucortef  increase rate gradually over 5-6h)

21
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Table 1. EPOCH starting dose level (level 1)

Clinkcal Guideliee 2024  version 2.0

Drug Dose Route Treatment days
Infused agents
Etoposide 50 mg/m2/day civ 1, 2, 3, 4 (96 hours)
Epirubicin 10 mg/m2/day CIv 1, 2, 3, 4 (96 hours)
Vincristine 0.4 mg/m2/day cIv 1, 2, 3, 4 (96 hours)
Bolus agents o
Cyclophosphamide 750 mg/m2/day WV 5
Prednisolone 60 mg/m2/bid Oral 1,2,3,4,5
G-C5F 5 g/kg/day SC 6 to ANC>, 5x109/L past nadir
Next cycle Day 21

22
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Table 2. EPOCH dose-adjustment paradigm

Nadir measurements

Dose-adjustment

If Madir ANC at least 0.5x109/L

20% increase in etnpuslde, epirubicin,
and cyclophosphamide above last cycle

If Nadir ANC less than 0.5x109/L Same dose(s)

as last cycle on 1 or 2 measurements

Same dose(s) as last cycle

If Nadir ANC less than 0.5x109/L on at least 3

measurements

20% decrease in etoposide, epirubicin, and
cyclophosphamide below last cycle

Or

If Nadir platelet count less than

25%109/L on 1 measurement

' 20% decrease in etoposide, epirubicin, and
; cyclophosphamide below last cycle

cyclophosphamide.

1.Measurements of ANC and platelet nadir are based on twice weekly CBC only.
2.Deose adjustments above starting dose level [level 1) apply to etoposide, eplubicin and

3.Dose adjustments below starting dose level (level 1) apply to cyclophosphamide only.
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TPOG 10 PMBLa & TPOG 10 PMBLb(choose one)

TPOG 10 PMBLD (based on R-CHOP)

R: rituximab 375mg/m2 iv infusion (day ()

CHOP:cyclophosphamide 750 mg/m2 on day 1, epirubicin 50 mg/m2 on day 1, vineristine 1.4 mg/m?2 on
day 1,prednisolone 60mg/m2 on days1-5, every 21 days for 6-8 cycles . CHOP will be delayed 1
week for ANC<1500/ul. and a platelet count <100,000/uL, and then administer at full dose with G-
CSF support,

cial Note:
1.Use bactrium twice daily for 3 days per week to prevent Pneumocystis pneumonia.

2. Radiation therapy to mediastinum if residual tumor exists after 8 cycles of above chemotherapy.

2
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Classifications Treatment protocols

Lymphoblastic Lymphoma TPOG 10 T-LBL
(T-cell or precursor B-cell fype) TPOG 10 T-LBL a for Stage | [ Stage || cases
TPOG 10 T-LBL b for Stage |l f Stage IV cases

L ol

Burkitt' s lymphomia TPOG 10 B-NHL
Driffose large B-cell lymphoma

3 el
e | TPOG 10 ALCL
immumophenctype) with CDG0+

Primary mediastmal large TPOG 10 PMBL a & TPOG 10 PMBL b (choose one)
B-c2ll Irmphoma .

Post-Transplantation
Lymphoproliferative Discase ,| TPOG10PTLD
(PTLIDY) with CD20+

L5
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(4 & :According to TPOG-NHL 2010)

TPOG 10 PTLD
Patient Eligibility:

Post-Transplantation Lymphoproliferative Disease (PTLD) with CD20-positive
Treatment Plan:
1.5tep 1: Immune suppression reduction or withdrawal; if not effective,
2.Step 2: Rituximab 375mg/ m2 IVF weekly monotherapy, assess treatment response after 3 weeks,
patients showing =25% reduction in tumor volume receive 3 further Rrituximab infusion on a
protracted schedule (3-4wk interval). All others will be stratified to receive other chemotherapy
regimen including vincristin, cvclophophamide, low dose MTX and Prednisolone (mCOMP)
3.Another option: for higher risk patients with more advanced or fulminant PTLD defind as
feverhypotension and >2 organ system failure: Treatment consists of cyclophosphamide 600 mg/m2
IVxlday, predsisone lmg/kg iv/po bid x 5 days every 3 weeks for 6 cycles and rituximab 375 mg/m2
IV weekly x 6.

4. Patients not responding may tryv more intensive regimen for B-cell NHL accordingly.

26



T Chung Shan Medical University Hospital FEFIEITELR MBS HEIET]  oncicudeinezozs  versionz0

¥

o~ R B

1.In TPOG 10 T-LBL group, tumor response will be evaluated at day 42 and at the end of Induction
protocol 1. Subsequent evaluation is performed at the beginning of reinduction protocol 11, and at 1-2
month intervals thereafter until the end of maintenance therapy.

2. In TPOG 10 B-NHL group, tumor response will be evaluated after the first two therapy courses, and
subsequent evaluation at the beginning of every therapy course, laler in 4-week intervals during the first
year and in 2- month intervals during the second year,

3.Complete response is defined as disappearance of lymphoma cells in BM or C5For complete regression

of local tumor proved by imaging studies or second-look surgery.

4.Initial tumor failure is defined as persistence of lymphoblasts in the BM and/or CSF and/or as
incomplete regression of local tumor followed by progression during chemo-therapy.

5. Relapse is defined as recurrence of lymphoma at any site afier complete disappearance of lymphoblasts
from the blood, CSF, and BM., as well as disappearance of all tumor mass on clinical examination,

imaging methods (ultrasonography, x-ray, C'T, or MR1)or second-look surgery.
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WwERAR AL A SES #2i ¥3 Ha~sg A3 3854
Physical *
Examinstion HWMURA | EM2EA | §RIEA | AM6EAR #RE12ME A
CBC+DC+LDH * #5148 B | &mzaﬁﬁ HW3MEA | Sm6dA 01218 A
Bone marrow A+B
Gallium Secan/ * BmeEA | Bm6EA | Fm12EA | HR12EA | SW12EA
Bone Scan/PET
T4+TSH+FT4 b A (SR RH) N
FSH+LH WP 1248 A (6224 H)
Chest X-ray * ESwmimA | EM2EA | BWIMEA | BW6EA | BM12EA
CT/MRI (primary site) * HWIBA | HMIEA | SmemA #1812 A
| PFT ELEdgm—5 0 BMSHE
'i Cardia Echo/EKG * F15 0 —F o B0
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ELARE 4 ~ B i o shiE o (Palliative Performance Scale ) {44 70% © JE 42 it — 4 M5
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