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Overall Survival among Children with Acute Lymphoblastic Leukemia (ALL) Who Were 
Enrolled in Children’s Cancer Group and Children’s Oncology Group Clinical Trials, 1968–

2009. 

Hunger SP, Mullighan CG. N Engl J Med 2015;373:1541-1552 



ALL	  bcr/abl-‐.	  	  Our	  data	  
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SEER	  18	  2008-‐2012,	  All	  Races,	  Both	  Sexes	  

11.12%	  
	  



Incidence of the molecular aberrations in different age cohorts of B-ALL patients.  

Sabina Chiaretti et al. Haematologica 2013;98:1702-1710 

©2013 by FerrataStorti Foundation 





Ematologia	  Villa	  Sofia	  -‐	  Cervello	  

48	  pazien&	  >50	  aa	  	  2005-‐2016	  
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Popolazione	  italiana	  60.656.000	  

Incidenza	  SEER	  	  
-‐	  	  2012	  

1.5/100.000	  	  	   900	  casi/anno	  
in	  Italia	  

ALL	  (SEER)>	  
65	  aa	  

11%	   99	  casi/anno	  
in	  Italia	  

bcr/abl	  -‐	  	   50	  -‐60%	   40-‐60	  casi/
anno	  in	  Italia	  



•  Gli	  studi	  clinici	  sono	  pochi,	  includono	  nella	  
categoria	  “older	  paTents”	  >	  50,	  >55,	  >60,	  >65	  
aa.	  

•  Frequentemente	  meXono	  insieme	  ALL	  bcr/abl	  
+	  e	  -‐	  

•  Spesso	  hanno	  problemi	  di	  reclutamento	  



Terapia	  "Geriatric	  assessment	  adapted"	  per	  il	  tra1amento	  della	  Leucemia	  
acuta	  linfoblas7ca	  Ph	  nega7va	  dell'anziano.	  GIMEMA	  LAL	  1104	  	  







ALL incidence and survival among adults in Sweden.  

Gunnar Juliusson et al. Blood 2010;116:1011 

©2010 by American Society of Hematology 



Gimema	  	  LAL	  1104	  
	  



1914	  pts	  of	  whom	  100	  were	  aged	  55	  years	  or	  
more	  (median	  56,	  range	  55–65)	  





Fig 2.  

Hagop M. Kantarjian et al. JCO 2000;18:547 

©2000 by American Society of Clinical Oncology 



Event-free survival according to randomization arm. 

Mathilde Hunault-Berger et al. Haematologica 
2011;96:245-252 

©2011 by Ferrata Storti Foundation 







Comprehensive approach to managing older patients with ALL. HR, high risk; pts, patients; 
TK, tyrosine kinase; IDMTX, intermediate dose methotrexate; IDAC, intermediate dose 

cytarabine. 

Nicola Gökbuget Blood 2013;122:1366-1375 

©2013 by American Society of Hematology 



ê  Complete	  Remission	  
é 	  	  	  	  Early	  Mortality	  
é 	  	  	  	  Relapse	  Rate	  
ê	  	  	  	  	  	  	  	  	  Survival	  
é	  	  	  	  	  	  	  	  ?	  Incidence	  of	  poor	  prognosTc	  factor	  
é 	  	  	  	  Comorbidity	  and	  high	  PS	  score	  
ê  Intensive	  chemioterapy	  	  	  
ê 	  	  	  	  BMT	  

	  
	   MRD	  



NUOVE	  PROSPETTIVE	  



Monoclonal	  anTbodies	  in	  acute	  lymphoblasTc	  
leukemia	  



CD20+	  :	  30-‐50%	  of	  precursor	  B-‐ALL	  



SébastienMaury et al. Blood 2015;126:1 

©2015 by American Society of Hematology 

the	  Randomized	  Graall-‐R	  2005	  Study	  



Inotuzumab	  ozogamicin	  (IO)	  in	  combina&on	  with	  low-‐intensity	  chemotherapy	  as	  
front-‐line	  therapy	  for	  older	  pa&ents	  (pts)	  and	  as	  salvage	  therapy	  for	  adult	  with	  R/R	  

acute	  lymphoblas&c	  leukemia	  (ALL).	  
	  

Parameter Frontline (N=20) 

     Follow-up (mos) 13 [2-26] 

     Age (yrs) 69 [60-79] 

     CR 15 (75) 

     CRp 4 (20) 

     Cri 0 

     Neg MRD 

  at D21 12/16 (75) 

  overall 19/20 (95) 

      Early death 0 

     ORR 19 (95) 

     PFS % at 1-yr, 83 

      OS % at 1-yr, 84 

	  
•  JClinOncol	  32:5s,	  2014	  (suppl;	  abstr	  7019)	  
•  Author(s):	  EliasJabbour	  
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Safety	  and	  AcTvity	  of	  Blinatumomab	  for	  
Older	  PaTents	  With	  Relapsed/Refractory	  

B-‐Precursor	  Acute	  LymphoblasTc	  
Leukemia	  in	  Two	  Phase	  2	  Studies	  

Asco	  2015	  



Results	  
Table	  4.	  Pa7ent/Disease	  Characteris7cs	  

ECOG,	  Eastern	  CooperaTve	  Oncology	  Group;	  HSCT,	  hematologic	  stem	  cell	  transplantaTon	  



Results	  
Table	  5.	  Best	  Response	  in	  the	  First	  Two	  Cycles	  

CR,	  complete	  remission;	  CRh,	  CR	  with	  parTal	  hematologic	  recovery;	  BFM,	  blast	  free	  hypoplasTc	  or	  aplasTc	  bone	  marrow	  



Results	  
Table	  6.	  MRD	  and	  HSCT	  ARer	  Response	  

CR,	  complete	  remission;	  CRh,	  CR	  with	  parTal	  hematologic	  recovery;	  HSCT,	  hematologic	  stem	  cell	  transplantaTon;	  MRD,	  
minimal	  residual	  disease	  



Results	  
Figure	  1.	  Relapse-‐free	  Survival	  

•  Of	  20	  older	  responders,	  14	  (70.0%)	  relapsed	  and	  6	  (30.0%)	  were	  censored	  at	  their	  
last	  observaTon;	  of	  106	  younger	  responders,	  70	  (66.0%)	  relapsed	  and	  36	  (34.0%)	  
were	  censored	  at	  their	  last	  observaTon	  



Results	  
Figure	  2.	  Overall	  Survival	  

•  Ten	  (28%)	  older	  paTents	  and	  63	  (28%)	  younger	  paTents	  were	  alive	  at	  their	  last	  
follow-‐up	  



Conclusioni	  

•  La	  ALL	  dell’anziano	  (>65	  yrs)	  	  bcr/abl–	  	  è	  
aXualmente	  una	  malara	  incurabile	  	  

•  Nessun	  significaTvo	  miglioramento	  negli	  
ulTmi	  20	  anni	  

•  Nuovi	  approcci	  terapeuTci	  sono	  
assolutamente	  necessari	  	  

•  E’	  probabilmente	  necessario	  andare	  oltre	  la	  
chemioterapia.	  


