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Number	of	Publica]ons	including	Quality	of	Life	(QoL)	Outcomes	in	Oncology	
	1995-	2014	

PubMed	extracted	data:	("quality	of	life"	OR	“health	related	quality	of	life”	OR	“health	outcomes”	OR	“paCent	reported	symptom”	OR	
"paCent	reported	outcomes"	OR	“paCent	reported	outcome”)	AND	cancer	



An	increased	popula]on	of	cancer	survivors	

With	conCnued	improvements:	1)	early	detecCon;		2)	effecCve	therapies;		
3)		beOer	supporCve	care,	the	number	of	cancer	survivors	has	increased	
substanCally	worldwide	

Rowland	J,	et	al.	Cancer,	2013,	Jun	1;119	Suppl	11:2094-108	

Es]mated	number	of	cancer	survivors	in	the	United	States	from	1975	to	2012.		



Common	Terminology	Criteria	for	Adverse	Events	(CTCAE)	
The	most	widely	used	method	for	quanCfying	harm	from	treatment		experienced	by	paCents	

Containing	some	800	items	documenCng	a	wide	range	of	toxiciCes	



How	valuable	are	Toxicity	Criteria	to	get	
insights	on	Pa]ent	burden	of	therapy?		

…they	cannot	capture	pa]ent’s	Quality	of	Life	

Common	Terminology	Criteria	for	Adverse	Events	(CTCAE)	
The	most	widely	used	method	for	quanCfying	harm	from	treatment		experienced	by	paCents	

Laboratory	-	based	informa]on	

- 	Anemia	
- 	Neutropenia	
- 	QT	prolongaCon	
 

Direct	Clinician	observa]on	or	Physician	judgment			

- Rash	
- Purpura	
- Pain	
- FaCgue	

Di	Maio	M	et	al.	Nat	Rev	Clin	Oncol		13:	319-325,	2016;	Fromme	E,	et	al,	J	Clin	Oncol		22:3485-90,	2004;	
Dueck	AC	et	al,	JAMA	Oncol.	1:1051-9,	2015	



Laboratory	measures	

NEUTROPENIA	

ANEMIA	

Physician	judgment																									of	Pa]ents	toxici]es	

FATIGUE	

PAIN	

Physician	opinion			



Underrepor]ng	of	Treatment-Related	Toxici]es	by	Physicians	
(Di	Maio	et	al.,	Nat	Rev	Clin	Oncol.	2016	May;13:319-25)	

(data	taken	from	three	large	RCTs	in	paCents	with	solid	tumors)	
 



Toxicity	data	(symptoms)	are	not	consistent	across	Clinical	Trials	

Baccarani	M,	Efficace	F,	RosC	G.	Haematologica.	2014	Feb;99(2):205-8.	

Toxicity	(any	grade)	of	imaCnib	therapy	in	Chronic	Myeloid	Leukemia	PaCents	in	5	Pivotal	RCTs	



In	2008	the	NCI	began	developing	a	PRO	version	of	the	CTCAE	in	order	to	bring	
the	paCent	perspecCve	on	toxicity	reporCng	into	widespread	use	in	oncology		

Major	paradigm-shid	in	the	way	the	effects	of	therapy	are	to	be	
documented:	Pa]ent-Reported	Outcome	(PRO)-CTCAE		

Dueck	AC	et	al,	JAMA	Oncol.	2015	Nov;1(8):1051-9	



The	“price”	of	NOT	measuring	Pa]ent-Reported	QoL	

A Real World example in MDS  



An example from the real World 

PATIENTS	
239	Lower	risk	MDS	PaCents		
	
TREATMENT	
Randomized	Controlled	Trial	(RCT):	
	
	

Experimental	Arm:		Lenalidomide				
Standard		Arm:		Placebo		
	
	
ENDPOINTS	
Primary:	Rate	of	RBC	Transfusion	Independence	
Secondary:		Erythroid	response.	Progression	to	AML,		Overall	survival,	Toxicity,	Quality	of	Life.	
	

San]ni	V,	et	al,	J Clin Oncol. 2016 Sep 1;34(25):2988-96 	

What about toxicity and Quality of Life (QoL)?  



Toxicity	profile:		Lenalidomide	versus	Placebo	Group	

San]ni	V,	et	al,	J Clin Oncol. 2016 Sep 1;34(25):2988-96 	



However,	no	QoL	difference	between	treatment	arms	(Lenalidomide	vs	Placebo)	

San]ni	V,	et	al,	J Clin Oncol. 2016 Sep 1;34(25):2988-96 	



Quality	of	Life	in		
Chronic	Myeloid	Leukemia	



Life	Expectancy	of	paCents	with	CML	approaches	that	of	the	general	PopulaCon	
(Bower	H,	et	al,	J	Clin	Oncol.	2016,	34:2851-7,	2016)	

	
	

The		progress	made	in	understanding	the	biology	of	CML	that	eventually	
translated	in	highly	effecCve	therapy	is	unparalleled	in	cancer	medicine		
(Cortes	et	al,	J	Clin	Oncol,	29:	524–531,	2011;	Saussele	S,	e	tal,	Leukemia,	30:1638-47,	2016)	

		
		

	
	 		
		
	
	
	
	

Background:	Why	should	we	assess	QoL	in	CML?	

CML		therapy		is	now	lifelong	for	many	paCents	(Hughes	TP	et	Ross	DM,	Blood	128:17-23,	2016)	

	



The	targeted	therapies,	ima]nib	first,	then	the	others	TKIs,	have	drama]cally	
changed	the	scenario	and	clinical	decision-making	has	become		highly	challenging		
(Jabbour	E	et	al	Clin	Lymphoma	Myeloma	Leuk.	15:323-34,	2015;	Baccarani	G,	et	al,	Haematologica.	2014,	99:205-8)	

Background:	Why	should	we	assess	QoL	in	CML?	

Overall	Survival	(OS)	is	not	different		amongst	first	line	therapies		
(RosC	G,	et	al,	Nat	Rev	Clin	Oncol,	2016	Oct	18.	doi:	10.1038/nrclinonc.2016;	Hochhaus	A	et	al	Leukemia.	
30:1044-54,	2016;		Cortes	JE	et	al	J	Clin	Oncol.	34:2333-40,	2016)	

First	line	
therapy	 Ima]nib	 Nilo]nib	 Dasa]nib	

Second	and	
further	lines		 Ima]nib	 Nilo]nib	 Dasa]nib	 Bosu]nib	 Pona]nib	

Although	tyrosine	kinase	inhibitors	(TKIs)	provide	Quality	of	Life	(QoL)	
improvements	over	previous	interferon	based	therapies	(IRIS	Study),	they	do	impact	
on	pa]ents’	QoL	
(Hahn	EA,	et	al,	J	Clin	Oncol	21:2138-2146,	2003;	Efficace		F,	et	al,	Blood,	118:4554-60,	2011;	Philips	KM	et	al,	Support	Care	Cancer	

21:1097-103,	2013) 	 		
		
	
	
	
	

Approved	drugs	



Marin	D,	et	al.,	J	Clin	Oncol.	2010,	28:2381-8	

Noens	L,	et	al	Blood.	2009,	113:5401-11	

Only	14%	of	paCents	are	fully	adherent	to	therapy	

The	probability	of	MMR	for	paCents	with	an	adherence	rate	≤	
90%	was	13.9%,	whereas	the	probability	was	93.7%	for	the	
paCents	with	an	adherence	rate	greater	than	90%	(P	<	.001)	

1)  Adherence	is	cri]cal	to	maximize	clinical	efficacy	
2)  Adherence	to	therapy	in	CML	is	subop]mal	

Two	important	data	from	the	literature	



Why	should	we	Assess	QoL	in	CML	pa]ents?		

We	need	addi]onal	informa]on	to	facilitate	clinical-decision	making	

	Some	Key	QUESTIONS:	
-	Which	is	the	best	TKI	frontline?	
-	When	should	we	consider	changing	drug?		
- 	How	do	we	evaluate	“intolerance”	(considering	the	number	of	available	drugs)	?		
- 	How	can	we	improve	adherence	in	a	lifelong	therapy	?		
-	How	valuable	are	physician-reported	toxicity	data?	

Clinical		
Outcomes	
(Disesase	

Progression)	

Adherence	
to	therapy	

Quality	of	
Life	

A	Complex	Interplay:	
	
	

Quality	of	Life		
Adherence	to	Therapy	

Clinical	Effec]veness	in	CML	
	



Pa]ent-Reported	Quality	of	Life	is	
associated	with	Adherence	to	
therapy 
Unnikrishnan	R	,	et	al,	Clin	Lymphoma	Myeloma	Leuk	2016,	16:366-371	

N=221	CML	paCents	treated	with	ImaCnib	
	
QoL	Assessement:	
EORTC	QLQ-C30	and	EORTC	QLQ-CML	24		



Adherent	 Non-Adherent	

Higher	scores=	worse	outcomes	 Higher	scores=	beoer	outcomes	

Unnikrishnan	R	,	et	al,	Clin	Lymphoma	Myeloma	Leuk	2016,	16:366-371	

Worse	CML	specific	Quality	of	Life	Aspects	are	associated	with		
non-adherence	to	therapy	(results	from	univariate	analysis	using	the	EORTC	QLQ-CML24) 



Quality	of	Life	as	prognos]c/predic]ve	value	

This	is…		

Objec]ve		
This	is…		

Subjec]ve			

Cytogene]c	

Quality	of	Life	

Performance	status	

Toxicity	

Neutrophils		 Hemoglobin	

Comorbidity	

Age	

Gender	
Fa]gue	

Bone	Marrow		Blasts	

Platelets	

WHO	histology	



How	reliable	is	the	informaCon	we	can	obtain	from	paCent’s	self-reports?		
Ganna		A,	Ingelsson	E,		Lancet.	2015	Aug	8;386(9993):533-40.	

Ganna		A,	Ingelsson	E,		Lancet.	2015	Aug	8;386(9993):533-40.	

“SubjecCve”	data	do	provide	important	and	unique	informaCon.	
	Therefore	are	important	as	“objecCve	“data		



Failure	free	survival	since	TKI2	(nilo]nib	or	dasa]nib)	ini]a]on	according	to	the	
FACT	ques]onnaire	result	(PaCents	have	been	split	into	2	groups	according	to	
the	median	value	of	the	QoL	score).	Nicolini		F,	et	al,		ASH,	2014	(meeCng	Abstracts)	

Failure-free	survival	(FFS):	defined	as	no	hematologic	or	cytogeneCc	response,	CHR,	CCyR,	PCyR	MMR	or	MR4.5	loss,	death,	
progression	to	AP/BC,	definiCve	TKI2	cessaCon	for	resistance	or	intolerance,	allogeneic	stem	cell	transplantaCon].	

Key	findings:	
	
1)  A	beoer	QoL	is	associated	with	significantly	longer	FFS	since	TKI2	ini]a]on.	

2)  No	QoL	differences	existed	between	pa]ents	treated	with	nilo]nib	or	dasa]nib.	

Lower	QoL	

Higher	QoL	



			Three	well-established		Prognos]c	Indices 

IPSS		
(Blood,	1997)	

WPSS	
(JCO,	2007)	

IPSS-Revised		
(Blood,	2012)	



Bone	marrow	
Blasts	

Cytopenia	

Karyotype	

Pa]ent-reported	Fa]gue	

+ 

Does	Pa]ent-Reported	Fa]gue	add	prognos]c	
informa]on	for	Survival	? 

High	Fa]gue	

Low	Fa]gue	

IPSS Index 



Efficace	et	al,	Lancet	Oncology	2015	Nov;16(15):1506-14.	

GIMEMA-PROMYS	Interna]onal	Registry	



Overall	Survival	by	baseline	pa]ent’s	self-reported	Fa]gue	severity	and	IPSS	risk	group	
  

Median	survival:	14	months		
(95%	CI,	11-17)		

 

Median	survival:	19	months		
(95%	CI,	17-26)		

 

FATIGUE	 IPSS	Group	

Efficace	et	al,	Lancet	Oncology	2015	Nov;16(15):1506-14 



Prognos]c	value	for	overall	survival	of	IPSS,	IPSS-R	and	WPSS		
with	or	without	baseline	fa]gue		

Lancet	Oncology	2015	Nov;16(15):1506-14 

FATIGUE 

? 



Take	Home	Messages	

Pa]ent-Reported	Quality	of		Life	provides	unique	
informa]on	that	cannot	be	captured	by	standard	clinical	or	
laboratory	informaCon.	

SubjecCve	toxiciCes	are	at	high	risk	of	under-repor]ng	
by	physicians,	even	when	collected	within	RCTs.		

Quality	of	Life	data	are	essenCal	to	facilitate	clinical	
decision-making		



I	am	sure	it	was	a	
great	talk…	

Thanks	all	for	your	aoen]on!	


