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» Specificites epidémiologiques







Incidence

Incidence :
5/110° ( 1-14 ans)
29 /1 10° (15-19 ans)

5% des cancers de 'enfant

80 nouveaux cas / an

J. Clavel, EJC, 2006
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» Spécificitées diagnostiques




Spéecificites diagnostiques

Stades ( Ann Arbor) Stades (Ann Arbor)
— 15 % de stade | 5 — 21 % de stade |

— 50 % de stade |l ‘ — 43 % de stade ||

— 15% de stade Il — 23 % de stade |l
— 20% de stade IV — 13 % de stade IV
Signes B Signes B

— Absent — Absent

VS VS

— < 50 — <50

Hb Hb

—>11g/l —>11g/l




b- Incidence rates by gender and histology

Histologie

—a— Nodular sclerosis boys
e - - Nodular sclerosis, girls
Mixed cellularity, boys
Mixad cellulanty girls
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» Specificites théerapeutiques




Radiotheérapie : 40 Gy

1964 : MOPP+ 40Gy  Devita

1973 : ABVD + 40Gy  Bonadonna







Radiothérapie : 40 Gy
1964 : MOPP + 40 Gy
1973 : ABVD + 40 Gy

Pédiatrie




MDH 75 (mono centrique IGR)

n =60
- Abandon de | ’evaluation par laparotomie

- Désescalade de la chimiothérapie :
— 6 MOPP ---> 4 MOPP

- Desescalade de la radiotherapie
— 40 Gy « Involved field »

(0. Oberlin, et al, Eur Paediatr Haematol Oncol 2:65, 1985)




MDH 82 de la SFOP (1982)

n=238
 Diminution de chimio : MOPP / ABVD

« Diminution de la radioth : 20 Gy si reponse >70%

( O. Oberlin et al J Clin Oncol, 10:1602, 1992).




MDH 90 (SFOP)

n =202 (stadel, ll)

- Desescalade de chimiotherapie :
— VBVP pour les stades l et Il Aou B

( J. Landman-Parker et al J Clin Oncol, 18:1500, 2000 ).




MDH 90 (SFOP)

MOKTHS

Fig 2. O35 and EFS rates for the 202 patents.

Landman Parker j, et al , JCO 2000




MDH 90 de Ia SFOP

h =202 (stadel, ll)

4 VBVP + 20Gy IF 85%
4 VBVP + OPPA + 20Gy IF 6%

4 VBVP + OPPA + 40Gy IF 7%

( J. Landman-Parker et al J Clin Oncol, 18:1500, 2000 ).




MDH 90 de la SFOP

Facteurs pronostiques

En analyse multivariee, les facteurs pejoratifs :

e Scléronodulaires
 Hb < 10,59/l
 Signes biologiques (VS > 40)




MDH 90 de la SFOP

n=101 ( stade lll)

Chimiothérapie : 2 MOPP et 2 ABVP
Désescalade de radiotherapie : 20 Gy IF




90 % des enfants et
adolescents peuvent
he recevoir que 20 Gy




DAL HD 90
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Fig 1. Therapy scheme of study DAL-HD-90. LRT, local radiotherapy to the
initially involved sites. *Increase of up to 30 fo 35 Gy to sites with residual
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DAL HD 90
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Fig 2. Kaplan-Meier probabilities of OS and EFS for the tokal patient
group.
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CCG 4942 : Randomisation %

faible dose / sans radiothérapie.

Clinical-Group-Specific Chemotherapy
Group 1: COFFABY x 4 courses
Group I: COPF/ABY x 6 conrses
Group 3: Cycle AfCycle BiCycle € x 2 courses N - 834

!

Response Evaluation

‘/l\ Rando : 501

CR FR T';':':l:“m::l LD : 21 Gy
l l 12 fractions
Randomize 1 ,75 Gy

LI-IFRT Physician
Choice

LD-TFRT No
LD-IFRT

Fig 1. Study schema. CR, complete respense; PR, partial respense. NaChman’ JCO 2002
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Fig2Z. Event-free survival [EFS) and everall survival 105] from the fime of

study entry for all patients. Three-year EFS is B87% = 1.2%, and 2-year 05
is 95% + 0.78%. Nachman, JCO 2002
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Quel traitement aujourd’hui
pour les enfants et les adolescents
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IE, IIEA, Ill A ez}

IIEB, IIIEA, llIB, IV assessment assessment. astessment

Including PET Including PET Including PET

Decision on RT Decision on RT Decision on RT

COPDAC 3
| CORE No further

————— ] chemotherapy
COPDAC | COPDAC COPP

inadequate inadequate
response response

RT . NORT |



Deux questions

 Pas de RT si reponse adéquate apres deux

cures .

—CR et CRu ( PET, IRM et CT)

 Procarbazine / Dacarbazine :

— Infertilite :

28.9% apres 2 OP
43.8% apres 2 OP
62.5% apres 2 OP

PA
PA et 2 COPP

PA et 4 COPP

(Bramswig et al., 1990).




» Spécificités pronostiques




Survie f(période de traitement)
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Al HD, chidren (age D-14, N=3528)
—O— Al HD, adolescents (age 15-19, N=1862)

1978-82 1883.87 1988-92 1993-1997

Period of diagnosis

Fig. 5 - Temporal trends in 5-year survival of children
and adolescents with Hodgkin’s disease (HD) in Europe,
1978-1997. n, number of cases included in the analyses.
Source: ACCIS.




Facteurs pronostiques 15— 44 ans
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Survie f(age et histo
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Fig. 4 - Survival curves by histological subtype of Hodgkin's disease, (a) in children and (b) in adolescents, Europe, 1988-1997.
n, number of cases included in the analyses. Source: ACCIS.

J. Clavel, EJC, 2006



Experience du GOG

N = 328 patients entre 2 et 20 ans

Table 2. Factors Prognestic for Inferior Disease-Free Survival by Multivariate Analysis

Factor log Hazard Rafio P Relative Risk

Male sex 0.69 = 0.31 03 1.99
Stage (1B, lIIB, V) 0.69 +0.34 04 2.00
Bulky mediastinal disease 0.70 +0.30 02 201
WBC (> 13.5 % 10%/mm?) 0.65 +0.31 04 1.92
Hemoglobin (< 11.0 g/dL) 0.73 £0.32 02 2.08

Score:0,1,2,3,40u5
Smith RS, JCO, 2003
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DAL HD 90

« Age » est il un critére pronostique ?

Tuble 4, Event-Frae and Overall Survival With SEs at 5 Years in Various Subgroups of Pafients
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Adolescents / Jeunes adultes

Table 3. Outcomes By Stags Group

Cutcome Adolescents (%) Adults (%)

Frogression-free survival
All stages, years
b
10
1E
20
Limited stege, years
&
10
Acvanced stege, years
&
10
Cwarall survival
All stages, years

C

10
&
20
Lirmited stege, years
&
10

Acvanced stage, years

b Foltz LM, JCO 2006
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Adolescents / Jeunes adultes

Cumiilaiive Survival

10 I
Owarall Sunenval (years)

Foltz LM, JCO 2006

Fg 2 Cwerall survival in adolescents and ywoung adults with Hodgkin's b
phome. Adolescent in red; adult in black.




Adolescents / Jeunes adultes
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Fig 7. Actuarial risk of second malignancies in edolescents and young edults
with Hodgkin's lyrmphoma. Adolescent in red; adult in blue. FOItZ LM, JCO 2006




» Specificités du long terme




Causes of death among 2498 patients treated for Hodgkin’s

disease.

No.

Hodgkin’s disease
Other cancers
Cardiovascular
Pulmonary
Infection
Accidental
Hematologic
Gastrointestinal
Other, multiple
Unknown

Total




Deuxieme cancer

All cancers
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Si20 Gy : RR=5.9
Si 40 Gy : RR = 23.7
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