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Purpose

To determinghe characteristicef the patientswith
neuroblastom@\B).

To standardizéhe NB treatmenin Turkeyaccording
to the TPOGNBL-2003treatmenfprotocol

To determindaf anintensivetreatmenstrategiedor
neuroblastomarefeasibleundergivenconditions




Staging . INSS

Histology . INPC

Risk grouping : COG Risk Stratification System

MYCN amp. : 10copy




Distribution of patients according to the
geographic regions

8.1%
(n:36) M
. Black See




Risk Group

MYCN
status

Shimada

High risk
group

amplified

unfavourable

amplified

any

)

unfavourable

any

any

amplified

any

amplified

any

Stage 2 disease
Stage 3, 4 or 4S disease
Stage 3 disease
Stage 4 disease

+>1vyearold + MYCN (+)

+ MYCN (+)

+>1yearold + UFH No MYCN amp.
+ >1 year old
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HRG

n: 263 (59%)
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HRG (n:263) n (%)

M/F

1.05

Age Median years(range$

1y
> 1y

35mos(1.5mos- 17.5yrs)

23 (9%)
240 (91%)

Stage(INSS)
2A
3
4
4S

2 (1%)

47 (17%)
212 (81%)
2 (1%)

Histopathology
Favourable
Unfavourable
Unknown

13 (9%)
130 (91%)
120

MYCN analyses
Available
NA

116 (41%amplified)
147

Primary tumor site
Abdominopelvic
Surrenal
Thorax+ cervical

230 (93%)
199 (76%)
14 (7%)




Registered pts
n: 469

[ Analysed n: 445 } [ Excluded n: 24 }

B Lo
13% n: 263 (59%)

n:181(69%) n:82(31%)




Consolidated
maintenance

High rsk CCT Group CR — __, treatment (6 mos)

+

13 cis retinoic acid
s (6 mos)

EVALUATION EVALUATION

E E Consolidated

Residual maintenance
As |x4(P) —VGPR, PR— As [aisease —OPHRT]— treatment (€ mos)

L 3
g (+) RT-Prm 13 cis retinoic acid
(6 mos)

. Out of protocol

* If necessary RT for metastatic bone disease

15 mg/m2
45 g/m2
6.25 g/m2
300 mg/m2

VINCRISTINE 3 mg/m2/course
IFOSFAMIDE 9 gr/m?/course
DACARBAZINE 1.25g/m?course
ADRIAMYCIN 60 mg/m?/course

A5  CISPLATIN 100 mg/m2 /courseXx = 500 mg/m2
CYCLOPHOSPHAMID 1.5 g/m2 /course x 5 = 4.5g/m2
VP-16 300 mg/m2 /cours&x = 1500 mg/m2

CONSOLIDATED MAINTENANCE

VCR 1.5 mg/m2/d, IV, on 1st, 4th, 7th and 10th weeks

Cyclophosphamide 150 mg/m2/d, days 1 — 8, PO, or 40@fm2/d, days 1 — 3, 1V, 1h 3weeks interval
Carboplatin 150 mg/m2/d, days 1 -2, IV, 1h  3weelksterval

13 cis RA 160mg/m2/d, days 1 — 14 PO, 2 weeks interval




High risk CCT Group (n: 181)

Consolidated

Primary surgery n:41 (23%) maintenance
Macroscopic rezidue 32 treat t (6
Microscopic rezidue 4 CR RT-prm - me: L
No rezidue 4 13 ci — id
Surgical result unknown 1 oIS Totmme ac
4 (6 mos)
EVALUATION EVALUATION
E Consolidated

10 Residual maintenance

Nl | A: |[As | x4k DFl) —VGPR, PR— |As || As [disease —*OB}RT]—>trostment € mos
-~ (+) RT.prm 13 cis retinoic acid
\ (6 mos)

o

, Out of protocol
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Consolidated

ngh risk CCT Group (n: 181) maintenance

RT-brm |—» treatment (6 mos)
P +

13 cis retinoic acid
(6 mos)

127pts evaluable

EVALUATION

OP 1A || As |x4] S¥9%Y yGPR, PR—>
RT-Met* s

Consolidated
maintenance
treatment (6 mos)
+
RT-Prm 13 cis retinoic acid
(6 mos)

—

Second look (n:8) or
delayed surgery (n:65)

Mac res + viable tm 23
Mac res -viable tm 3
Mic res + viable tm 22
Mic res - viable tm 1
No rezidue 24
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Median follow up timel4 months( 1 week — 6 years)
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Relapseand refractory disease 37%
Refractory disease 31
Relapses 36

Medianrelapsdime 17 months( 8 —43)
Primaryrelapse n: 18

Out of primaryrelapse n. 26....(3 ofthemhad CNSelapse)s
Unknown n: 3
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Death(n:71)
DOD n: 39 (55%)
Toxicity n: 17 (23%) (secondary AML n:1)
Relatedo surgery n: 2 (3%)
Unknown n:13 (18%)

Alive (n:93)
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Median follow up time 14 months ( 1 week — 6 years
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EVALUATION
(CR, VGPR, PR) EVALUATION

e
<

As || As || As | | As A | | 5 |conpiTiONIG
oo loF MISTEMCELLTRANS

‘13 cis
— "retinoic

RT- IMet 1 I

STEM CELL HARVESTING

- Course intervals: 3 weeks
- 13 cis retinoic acid is started at 90th day of stem cell transplantation

VINCRISTINE 3 mg/m2/course = 9 mg/m2
IFOSFAMIDE 9 gr/m?/course = 27 g/m2
DACARBAZINE 1.25g/m?/course = 3.75 g/m2
ADRIAMYCIN 60 mg/m?/course = 180 mg/m2

A5  CISPLATIN 100 mg/m2 /courseX = 300 mg/m2

CYCLOPHOSPHAMID 1.5 g/m2 /course x 3 = 4.5g/m2
300 mg/m2 /cours@x = 900 mg/m2

acid
(6mos)



5-7 months

»13-cis RA
A5| |A3||A5 OP HDCT+ASCT | (6 months)

Stem-cell collection

Primary surgery n:14 (17%)
Macroscopic rezidue 9
Microscopic rezidue 1
No rezidue 4
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Stem-cell collection

5-7 months

+13-cis RA
A3| |A5| |[A3||A5 HDCT+ASCT | (6 months)

RT - M
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13-cis RA
HDCT+ASCT |+

Delayed surgery 29 patients || RT to the primary tm
Second-look surgerys patients,| | n:21

|

(n:12) Macroscopic residual disease with viable tm (+)

(n:15) without residual disease

(n:2) Macroscopic residual disease with viable tm (-)
(n:4) Microscopic residual disease with viable tm (+)

(n:1) Microscopic residual disease with viable tm (-)




Qs 748 66 19

|/% 345% O 580 66 19

. 071474 . 66 19

R 13-cis RA
(6 months




/96 3 459 In 7 Pediatric BMT Centers
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1/% 3 45% +

Median follow up timel2 months( 6 days — 6 years)

Relapsand refractory disease 40%
Refractory disease 15

Relapses 18

Medianrelapsdime 18.5months( 10— 56)
Primaryrelapse n. 6

Out of primaryrelapse n. 13... (7 ofthemhad CNSelapse)
Unknown n. 1




1/% 3 45%
+ Death(n:38)
DOD
Toxicity
Unknown

Alive (n:32)

n:23  (60%)
N1l (29%)
N4 (11%)

Transplant related mortality (n:8, 17%)
VOD L 2
Infection - sepsis : 5
Hemorrhage 1




1/% 3 45% +

Median follow up timel2 months( 6 days — 6 years)
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5y EFS 24% 5y OS 31%
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Cum Survival

I
0 MYCN<10

+

MY CN>10

+
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Metastatic disease| 212| 3y 26%

Localized disease | 49
(stage2, 3)

INSS

[
O Stage 4 (n:212)

+

Stage 2, 3 (n:49)
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Advancedstage(70%)
Overallresponseavassatisfactory
—CCT 82% - HDCT +ASCT 83%

Treatmentresultsof localizeddiseasavas
satisfactory

Toxic deathaverehighin bothHRGs

Unusualrelapses

— CNSrelapses




%

EFSratesincreasedsimilarto European
result9

New treatmenstrategieshouldbe
discussedior metastatidisease

|

TPOG NB 2009 reatmenfrotocol
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The COG Risk Stratification System

Risk Group INSS Stage| Age (yr) | MYCN status| Shimada DNA index
Low Risk group |1 0-21yrs any any
(LRG) 2A-2B <1 any any
2A-2B 1 (-) any
2A-2B 1 amplified FH
4S (-) FH
Intermediate risk | 3 (-) FH

roup — FH
?mep— FH) 3 ©) FH
4 () FH

3-4 ) FH
Intermediate risk

group — UFH e ©)
(IRG — UFH) (-)

()
High risk group amplified
(HRG)

amplified
1 ()

>1 any

<1 amplified

<1 amplified

FH: Favourable histo, UFH: Unfavourable histo
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-Risk group

INSS Staging

Age, year

Shimada

LRG

1

0-21

any

2A - 2B

0-21

any

4S

<1

FH

0-21

FH

1

FH

<1

FH

IRG - UFH

<1

UFH

<1

UFH

HRG

1

UFH

>1

any

LRG: Low risk group; IRG: Intermediate risk group; AFavourable histology,

UFH: Unfavourable histology; HRG: High risk group




Diagnosticmethods
Radiologicfindings

+ bonemarrowinvolvement
+ High VMA

Biopsy

Surgery

Unknown

Total
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