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Azaci?dine	and	Decitabine	in	MDS	



7	

Decitabine	in	MDS	

(A)	Survival	(solid	line);	event-free	survival,	AML	or	death;	dashed	line);	and	
dura9on	of	freedom	from	AML	(do;ed	line).	(B)	Survival	in	IPSS	risk	groups	and	in	
CMML	
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Overall	survival:	AZA	vs	CCR	
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AZA	vs	CCR:	OS	in	Pts	with	Best	Response	of	HI	
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AZA-001:	?me	from	first	to	best	response	



11	

AZA-001:	Mul?variate	Analysis:	Con?nued	AZA	
Improved	Responses	Beyond	Stable	Disease	
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La 5-aza è u4lizzabile anche nei «very elderly» 


Fenaux	P,	et	al.	Lancet	Oncol	2009;	
Seymour,	Crit	Rev	Oncol	Hematol,	2010	
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Tefferi		et	al	2013	
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Fianchi	L,	et	al.	Leuk	Lymphoma	2012	

Azaci?dine	in	CMML:																																																																	
an	Italian	retrospecIve	study	

	A	retrospec?ve	study	of	31	pa?ents	diagnosed	with	CMML	and	
treated	with	azaci?dine	at	nine	Italian	haematology	centres	(2005–2011)	

	
	
	
	

Median	OS	
37	months	

	
Median	OS	(months)	in	
pa?ents	responding	to	

azaci?dine		
vs.	SD	vs.	PD	

37	vs.	15	vs.	5	(p=0.07)	
	

No	differences	stra?fing	for	
karyotype,	PLT	count,	IPSS,	
CMML-1	vs	CMML-2	and	aza	

dose	
	

Improved	survival	associated	
with	low	monocytes	count	

(<10	x	109/L	and	PB	blasts	<5%	
at	?me	of	therapy	start	

	
	
	
	

The	response	rate	was	par?cularly	high	in	this	study.	The	authors	suggest	CMML	may	be	
very	sensi?ve	to	azaci?dine	due	high	levels	of	methyla?on	and	high	incidence	of	

muta?ons	in	epigene?c	regulator	genes	e.g.	TET2,	ASXL1	and	EZH2	
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A phase II, open, mul4center study to evaluate the 
efficacy of low dose-Dacogen® (decitabine) in 

pa4ents with chronic myelomonocy4c leukemia

Decitabine can be given in elderly high risk CMML pa4ents, with 
acceptable safety profile.
Overall response rate at 6 mos (CR +PR+HI) of 50%.
Median dura4on of response is (10 ..)months
It is possible to discriminate decitabine responsive vs non 
responsive CMML pa4ents prior therapy on the basis of DMR 
CXCL4 and CXCL7 are overexpressed in non-responders and 
abrogates DAC’s effect on primary cells. This may provide us new 
poten4al ways of therapeu4c targe4ng

2015	
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GFM-DAC-CMML

STUDIO	RANDOMIZZATO	DI	FASE	III	CON	
DECITABINA	CON	O	SENZA	IDROSSIUREA	VS	

IDROSSIUREA	DA	SOLA	IN	PAZIENTI	CON	CMML	

Obie"vo Primario
•  Confrontare	tra	i	due	bracci	l’EFS	
•  Gli	even9	comprenderanno		
	-	Morte	per	qualsiasi	causa		
	-	Trasformazione	in	LAM	secondo	i	criteri	WHO:	
>20%	di	blas9	nel	sangue	periferico	o	≥	20%	
blas9	midollari	(e,	per	i	blas9	midollari,	si	tra;a	
di	un	incremento	≥	50%)		

•  -	Progressione	della	mieloproliferazione	definita	
come	:	

•  (i)	incremento	≥	50%	delle	dimensioni	della	milza	
(determinato	tramite	ecografia)	o	
raddoppiamento	dei	WBC	(nonostante	la	dose	
oYmale	di	HY	o	DAC,	in	assenza	di	infezioni	
concomitan9)		

•  (ii)	Manifestazione	o	persistenza	dopo	almeno	3	
cicli	di	DAC	o	HY	

Obie"vo Secondario
						Confrontare	tra	i	due	bracci:	

	•	Sopravvivenza	totale		

	•	Progressione	in	LAM		

	•	Il	numero	di	risposte	totali	e	complete	al	ciclo	3	
e	6		

	•	Durata	della	risposta		

	•	Tossicità	(ematologica	e	non	ematologica)		

	•	U9lizzo	delle	risorse	sanitarie	

	•	Fa;ori	prognos9ci	di	risposta	e	sopravvivenza	
con	DAC	e	HY,	usando	in	par9colare:		

	-	Gli	score	prognos9ci	italo-spagnoli,	tedeschi	e	
francesi	pubblica9		

	-	Mutazioni	soma9che	
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Pa?ent	characteris?cs	(n=82)			
•  Median	age	(range):	

– 	untreated:	77	(46–87)	years	
– 	pretreated:	67	(29–81)	years	

•  Type	of	AML	
– 	de-novo:	67%	
– 	secondary:	30%	

•  BM	blasts	
– 	median	(range):			

				-	untreated:	35	(20–80)	
-	pretreated:	30	(20–90)	

– 	<30%:	46%	(treated);	36%	
(untreated)	

– 	≥30%:	54%	(treated);	64%	
(untreated)	

•  Cytogene9c	risk	group*		
– 	intermediate:	54%	
– 	poor:	28%	
– 	N/A:	24%	

•  Prior	therapy†	
– 	low-dose	chemotherapy:	30%	
– 	high-dose	chemotherapy:	70%	

Azaci?dine	in	pa?ents	with	AML:	real-world	
clinical	experience	–	Italian	named	pa?ent	

programme	

	Azaci?dine	

Dose		

•  Untreated	pa?ents	
• 	75mg/m2/day	x	7:	66%	
• 	100mg/day:	34%	
• concomitant	VPA:	6%	

•  Pretreated	pa?ents	
• 	75mg/m2/day	x	7:	38%	
• 	100mg/day:	62%	
• 	concomitant	VPA:	42%	

Median	cycles:		
• 	untreated:	6	(1–18)	
• 	pretreated:	4	(1–22)	 Endpoints		

	
Primary	
•  ORR†									

Secondary	
•  Dura?on	of	response	
•  OS	
•  Safety	

Maurillo	L,	et	al.	Cancer	2012;118:1014–22	
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Azaci?dine	in	pa?ents	with	AML:	real-world	
clinical	experience	–	Italian	named	pa?ent	

programme	

Median	cycles:		
• 	untreated:	6	(1–18)	
• 	pretreated:	4	(1–22)	

Maurillo	L,	et	al.	Cancer	2012;118:1014–22	

Median	OS	was	longer	in	untreated	pa?ents	compared	with	pa?ents	
who	had	been	pretreated	prior	to	receiving	azaci?dine	

Maurillo	L,	et	al.	Cancer	
2012;118:1014–22	

Overall	Survival	
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What happens in real life?
AZA treatment Dutch Experience

Dinmohamed et al, Leukemia 2015	



20	

Response	to	AZA	is	independent	of	p53	expression	in	
HR	MDS	and	secondary	AML	

Muller-Thomas	C	et	al,	Haematologica	2014	
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Tp53	expression	and	Decitabine	in	AML	and	MDS	

Welch	et	al,	NEJM	2016	
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Hypomethyla?ng	Agents:	Predic?on	of	Response	

Bejar		et	al,	Blood	2014	
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Dis?nct	DNA	methyla?on	profiles	at	diagnosis	of	
CMML	is	associated	with	response	to	decitabine	

Meldi,	et	al.	JCI	2015	
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SanIni	V,	Eur	J	Haemat	2010	

Most	common	adverse	events	with	azaci?dine	
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Median	Dura?on	of	Common	Adverse	Events	with	AZA	

SanIni	V,	Eur	J	Haemat	2010	
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Common	adverse	events	with	AZA	by	cycle	

SanIni	V,	Eur	J	Haemat	2010	
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Selected	Infec?on	rates	(Grade	3	or	4)	

SanIni	V,	Eur	J	Haemat	2010	
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Selected	bleeding	event	rates	(Grade	3	or	4)	

SanIni	V,	Eur	J	Haemat	2010	
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SanIni	V,	Eur	J	Haemat	2010	

Common	Side	Effects	of	AZA		
and	Recommenda?ons	for	Management	
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The	risk	of	termina?ng	treatment	prior	to	
disease	progression	
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Survival	aier	AZA	failure	in	MDS/AML	pa?ents	
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Survival	according	to	salvage	therapy	



Grazie!!!!!! 


