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Il sottoscritto  Angelo Vitullo
ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo 
dell’Accordo Stato -Regione del 5 novembre 2009,

dichiara
che negli ultimi due anni NON ha avuto rapporti diretti di finanziamento con 
soggetti portatori di interessi commerciali in campo sanitario



Background

• GR1 (low risk) : stages IA-IIA, NO bulky (i.e. M/T <0.33), <4 nodal regions and NO lung – hilar

adenopathy;

• GR2 (intermediate risk) : patients not included in G1 and G3;

• GR3 (high risk) : stages IIIB-IV; M/T≥0.33.

September 2023 update of AIEOP-LH 2004 protocol

1199 evaluable patients, recruited from March 2004 to June 2017

[1301 registered, 1247 eligible]



Objectives

GR1 to reduce toxicity avoidingRT when CR achievedafter CT.

GR2, GR3 if CR* achieved after 4/6 cycles of CT, to reduce toxicity by decreasing RT dose (to 14,4 Gy)

deliveredafter CT. *disappearanceof the disease,or ≥75% reduction of bulky masses and metabolic response

if PR achieved after the initial 4 cycles of CT, to increase CR rates and to improve the FFP rates

adding 2 cycles of CT (IEP) + RT (25,2 Gy*). *boost up to 35 Gy if residual disease >50 cc
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Patients ’ characteristics and distribution
Gender M/F (ratio) 659/540 (1,22/1)

Mean age (range) 13,23 years (1,8-17,9)

Median age (IQ) 13,8 years (11,63 – 15,50)

Median FU time 92 months, i.e 7,7 years

Group N° %

GR1 181 15,10

GR2 273 22,77

GR3 745 62,14

Total 1199 100



Results – Overall survival
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GR1: 100% 5 and 10 years;
GR2: 98% 5 years, 97,2% 10 years;
GR3: 93,2% 5 years, 92,5% 10 years.



Results – Event free survival

50

60

70

80

90

100

0 50 100 150 200 250
Time

Su
rv

iv
al

 p
ro

ba
bi

lit
y 

(%
)

Number at risk
1197 824 432 115 18 0

50

60

70

80

90

100

0 50 100 150 200 250
Time

Su
rv

iv
al

 p
ro

ba
bi

lit
y 

(%
)

Number at risk
Group: 1

180 151 87 25 4 0
Group: 2

273 211 105 24 5 0
Group: 3

744 462 240 66 9 0

GRUPPO
1
2
3

5 years 81,7%
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GR1: 91,5% 5 years, 85,8% 10 years;
GR2: 90,5% 5 years, 85,3% 10 years;
GR3: 76,1% 5 years, 71,9% 10 years.



Results – Event free survival GR1
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CR: NO RT
5 yearsEFS92,1% (SE2,5)
10 yearsEFS91,1% (SE2,7)

PR: RT (25,2 Gy)
5 yearsEFS90,4% (SE4,1)
10 yearsEFS75,6% (SE6,6)

Data about RT are
missing (12 pts out of
181)

5 SMN (RT-induced?)
1 PD



Results – Event free survival GR2
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CR: RT (14,4 Gy)
5 yearsEFS92,8% (SE1,9 )
10 yearsEFS86,4% (SE3,1 )

PR: RT (25,2 Gy)
5 yearsEFS87,6% (SE4,8)
10 yearsEFS85,1% (SE2,6)

Data about RT are
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273)



Results – Event free survival GR3
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CR: RT (14,4 Gy)
5 yearsEFS84,3% (SE1,8)
10 yearsEFS81,5% (SE2,1)

PR: RT (25,2 Gy)
5 yearsEFS76,1% (SE2,8)
10 yearsEFS69,8% (SE 3,2)

Data about RT are

missing (88 pts out of

745)



Results – Freedom from progression
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5 years 82,5%
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GR1: 92,1% 5 years, 90,0% 10 years;
GR2: 90,5% 5 years, 88,4% 10 years;
GR3: 77,2% 5 years, 74,5% 10 years.



Results - SMN
Overall cumulative incidence at 10 years from diagnosis : 2,1%

Histology n° (30)

Thyroid 18

NHL 4

Sarcoma 2

Other 5

Unknown 1



Conclusions

• Cumulative10-year OS is higher than that of AIEOP-MH-96 protocol (94,8% vs 92,9%) with a lower

therapeuticburden.

• 10-year overall cumulative incidence of SMN is lower than that of AIEOP-MH-96 protocol (2,1% vs

3,3%).

• GR1: if RC after CT, RT can be safely omitted .

• GR2: if RC, or if PR, after CT 14,4 Gy LF-RT or 25,2 Gy LF-RT respectively can be safely

delivered .

• GR3: unsatisfactoryresults even with additionalCT and RT (25,2 Gy)
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