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Dichiarazione	
  :	
  
	
  
	
  
Non	
  mi	
  vergogno	
  di	
  dire	
  “trapianto	
  di	
  midollo	
  
osseo”,	
  perche’	
  questo	
  e’	
  quello	
  che	
  devono	
  
ricevere	
  pazien<	
  con	
  anemia	
  aplas<ca	
  



FCC	
  
Fluda	
  30	
  mg	
  /m^2	
  x4	
  
CY	
  300	
  mg	
  /m^2	
  x4	
  
Campath	
  	
  15	
  mg	
  x4	
  





??	
  



HLA	
  iden<cal	
  sibling	
  BMT	
  
	
  
#	
  Which	
  pa<ent	
  should	
  be	
  considered	
  for	
  BMT	
  ?	
  
	
  



HLA = Sib 

<40 yy 

Acquired SAA 

Sib BMT 







0,000

0,250

0,500

0,750

1,000

0,0 1500,0 3000,0 4500,0
days from transplant

su
rv

iv
al

 

0,000

0,250

0,500

0,750

1,000

0,0 1500,0 3000,0 4500,0
days from transplant

su
rv

iv
al

 

0,000

0,250

0,500

0,750

1,000

0,0 1500,0 3000,0 4500,0
days from transplant

su
rv

iv
al

 

SAA	
  	
  
HLA	
  id	
  sibs	
  ;	
  2001-­‐2010	
  

<40	
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  n=1733	
  	
  

>40	
  yy,	
  n=353	
  	
  

<40	
  yy,	
  n=844	
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  n=80	
  	
  

Interval	
  Dx-­‐Tx	
  <100	
  days	
   Interval	
  Dx-­‐Tx	
  <50	
  days	
  

<40	
  yy,	
  n=434	
  	
  

>40	
  yy,	
  n=30	
  	
  

85%	
  

60%	
  

88%	
  

65%	
  

90%	
  

53%	
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23 pts 40-68 yy 
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1. trapianti da fratelli HLA identici 
 
# prima linea <40 anni 
 
# condiz CY 200 + ATG + BM (<40) 
 



HLA	
  iden<cal	
  sibling	
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  Which	
  pa<ent	
  should	
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  considered	
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  condi<oning	
  regimen	
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  SC	
  source?	
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  pa<ent	
  over	
  40	
  ?	
  



HLA = Sib 

<40 yy 

no resp d+120 

Acquired SAA 

Sib BMT 
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Fig.7	
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  2001-­‐2010	
  
	
  
MSD,	
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P<0.0001	
  

SAA	
  2001-­‐2010	
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  iden`cal	
  siblings	
  

ATG/CAMPATH;	
  n=	
  951	
  

No	
  ATG/C;	
  n=	
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SAA	
  2001-­‐2010;	
  	
  HLA	
  id	
  sibling	
  transplants	
  
The	
  effect	
  of	
  age	
  and	
  the	
  	
  role	
  of	
  condi`oning	
  regimens	
  

A	
  =	
  0-­‐20	
  years	
  of	
  age; 	
   	
  n=	
  935	
  
B	
  =	
  	
  21-­‐40	
  years	
  of	
  age 	
   	
  n=	
  770	
  
C	
  =	
  >	
  40	
  years	
  +	
  FLU+	
  ATG/Camp 	
  n=	
  51	
  
D	
  =	
  >	
  40	
  years	
  +	
  FLU 	
   	
  n=	
  57	
  
E=	
  	
  >	
  40	
  years	
  ,	
  no	
  FLU	
  ,	
  no	
  	
  ATG/Camp	
  n=	
  238	
  

A=	
  89%	
  

C=	
  74%	
  
D=	
  64%	
  

E=	
  54%	
  

Fig.11	
  

B=	
  76%	
  



2. trapianti da fratelli HLA identici 
 
# prima linea <40 anni 
 
# condiz CY 200 + ATG + BM (<40) 
 
# seconda linea >40 anni 
condiz FLU CY ATG (TBI200?) >40 
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  BMT	
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  Which	
  pa<ent	
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  considered	
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  regimen	
  and	
  SC	
  source?	
  	
  
#	
  pa<ents	
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  matched	
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HLA = Sib 

<40 yy 

no resp d+120 

Acquired SAA 

Sib BMT 

Sib BMT 

ATG+CsA  

41-60 yy 

ATG+CsA  

21-60 yy 

No HLA = Sib 



N=29	
  
	
  
Age	
  0.5-­‐18	
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<20 yy 
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  line	
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Age	
  1-­‐10;	
  n=	
  101	
   85%	
  

77%	
  

49%	
  

Age	
  11-­‐30;	
  n=	
  252	
  

Age	
  >40	
  ;	
  n=	
  88	
  

Unrelated	
  donor	
  transplants	
  for	
  SAA;	
  (EBMT	
  2005-­‐2009)	
  

Age	
  30-­‐40;	
  n=	
  56	
  
66%	
  

Fig.4	
  



Low	
  risk	
  pa`ents	
  
High	
  	
  risk	
  pa`ents	
  

ALLOGENEIC	
  TRANSPLANTS	
  FOR	
  APLASTIC	
  ANEMIA	
  	
  
Haematologica	
  2015;	
  100;	
  696	
  
	
  
EBMT	
  analysis	
  2014:	
   	
   	
  1448	
  pa`ents	
  
	
  
Adjusted	
  effect	
  of	
  donor	
  type	
  (UD	
  vs	
  SIB	
  )	
  derived	
  from	
  the	
  mul`variate	
  analysis	
  
Ager	
  adjus`ng	
  for	
  AGE,	
  interval	
  DxTx,	
  use	
  of	
  ATG,	
  use	
  of	
  BM/PB,	
  and	
  CMV	
  status)	
  
	
  

Low	
  risk=	
  age<20;	
  ATG;	
  BM;	
  DxTx	
  <180	
  dd 	
  High	
  risk:	
  Age	
  >20;	
  no	
  ATG;	
  	
  PB;	
  DxTx	
  >180	
  
CMV	
  D-­‐/R-­‐	
   	
   	
   	
   	
  CMV	
  other	
  than	
  D-­‐/R-­‐	
  



UD n=423 

SIB; n=796 

25% 

13% 

Fig.	
  1a	
  	
  Acute	
  II-­‐IV	
  GvHD	
  	
  

P <0.00001 

Fig.	
  1b	
  	
  Chronic	
  GvHD	
  	
   UD n=418 

SIB; n=789 

26% 

14% 

P <0.00001 



HLA	
  iden<cal	
  sibling	
  BMT	
  
	
  
#	
  Which	
  pa<ent	
  should	
  be	
  considered	
  for	
  BMT	
  ?	
  
#	
  what	
  condi<oning	
  regimen	
  and	
  SC	
  source?	
  	
  
#	
  pa<ents	
  >40	
  year	
  
#	
  pa<ents	
  without	
  a	
  matched	
  SIB	
  ?	
  
#	
  second	
  line	
  Unrelated	
  BMT	
  ?	
  
#	
  FC-­‐TBI:	
  	
  TBI	
  dose	
  ,	
  CY	
  dose	
  	
  





CY	
  	
  50	
  	
  vs	
  100	
  mg	
  /kg	
  
FLU	
  	
  30	
  mg/m^2	
  x4	
  
TBI	
  200	
  

CY	
  100	
  ;	
  age	
  17	
  	
  (2-­‐63);	
  n=41	
  

CY	
  50	
  ;	
  age	
  24	
  	
  (1-­‐65),	
  n=	
  38	
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BM	
  

MTX	
  

FLUDARABINE	
  30	
  mg/m^2/day	
  x4	
  

CYCLOPHOSPHAMIDE	
  30	
  mg/kg/day	
  x4	
  

ATG	
  :	
  dosing	
  depends	
  on	
  ATG	
  brand;	
  see	
  text	
  

Fig.1	
  =	
  condi`oning	
  regimen	
  for	
  UD	
  transplants	
  in	
  acquired	
  SAA	
  

MTX	
   MTX	
   MTX	
  

Total	
  body	
  irradia`on	
  2	
  Gy	
  

Ritux	
  



Condi`oning	
  regimens	
  and	
  survival	
  in	
  	
  SAA	
  (n=58)	
  San	
  Mar`no	
  Genova	
  2001-­‐2015	
  

CY	
  200,	
  SIB	
  (n=	
  21)	
   79%	
  

66%	
  

94%	
  FLU,+CY120+TBI	
  2Gy;	
  UD	
  (n=	
  14);	
  SIB	
  (n=4)	
  

FLU,	
  CY40+	
  TBI	
  2Gy;	
  	
  UD	
  (n=	
  23)	
  SIB	
  (n=10)	
  

Fig.6	
  

CY	
  200 	
  	
   	
   	
  age	
  20	
  (9-­‐26)	
  
FC	
  (40)	
  TBI	
  2 	
   	
  age	
  37	
  (18-­‐53)	
  
FC	
  (120)	
  TBI	
  2	
   	
   	
  age	
  39	
  (17-­‐52)	
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3. trapianti da donatori UD 
 
# seconda linea (? < 20 anni?) 
 
# condizionamento  
FLU CY ATG TBI 200 
 
# sorgente BM 
 
# GvHD prof ATG  Cya MTX 
 



Haploidentical HSCT for Childhood SAA	


Nagoya, Shanghai, Asan(Seoul)	


P
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(n=33)	




Total 119 patients 
Average OS  79% 



1971-­‐1998;	
  n=4032	
  

1999-­‐2009;	
  n=3402	
  

Survival	
  of	
  pa`ents	
  with	
  acquired	
  SAA	
  	
  (N=7434)	
  ,	
  receiving	
  1°	
  line	
  BMT	
  
or	
  IST;	
  	
  (n=7434)	
  	
  

71%	
  

58%	
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