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Biologic	agents	approved	for	the	treatment	of	RA	

van	Vollenhoven	R.	Nat	Rev	Rheumatol	2011	



Tools	for	evalua$ng	RA	disease	ac$vity	

High 
Disease 
Activity  

Moderate 
Disease 
Activity 

Minimal 
Disease 
Activity 

Remission  

DAS	 >	3.7	 <	3.7	 <	2.4	 <	1.6	 (*)	

DAS	28	 >	5.1	 <	5.1	 <	3.2	 <	2.6	 (*)	

SDAI	 >	26	 <	26	 <	11	 <	3.3	 (**)	

CDAI	 >	22	 <	22	 <	10	 <	2.8	 (**)	

(*)		van	Gestel	AM	et	al.	Arthr$s	Rheum		1998;	41:	1845-50	
(**)		D.Aletaha,	J.Smolen	Clin	Exp	Rheumatol		2005;	23	(Suppl.39):	S100-S108	



ACR	and	EULAR	Improvement	Criteria	

ACR improvement Criteria 
≥ 20%  
≥ 50%  
≥ 70% improvement in 

Tender joint count, and 

Swollen joint count, and 

At least 3 of the following: 

ESR or CRP 

Investigator assessment of global disease activity 

Patient assessment of global disease activity 

Patient assessment of global pain 

Physical disability  

EULAR (EULAR28) Response Criteria 
Reached Value Change in DAS or DAS28 from Baseline 

DAS28 DAS ≤ 0.6 > 0.6 and ≤ 1.2 > 1.2 

≤ 3.2 ≤ 2.4 good 

> 3.2 and ≤ 5.1 > 2.4 and ≤ 3.7 moderate 

> 5.1 > 3.7 none 

Van	Gestel	AM	et	al.	J	Rheumatol	1999	



Smolen	JS,	et	al.	Ann	Rheum	Dis	2015	



ACR-EULAR 2011 
Definition of Remission 

For	clinical	prac+ce	
•  Boolean	

– SJC,	TJC,	PtGA	all	≤1	
•  Index-based	

– CDAI	≤2.8	

CDAI=SJC+TJC+PhGA+PtGA	

For	clinical	trials	
•  Boolean	

– SJC,	TJS,	PtGA,	CRP	all	≤1	
•  Index-based	

– SDAI	≤3.3	

SDAI=SJC+TJC+PhGA+PtGA+	CRP	(mg/dl)	



Modena	V	et	al.	Autoimmun	Rev	2013	



Modena	V	et	al.	Autoimmun	Rev	2013	

•  Un$l	the	cost	of	biological	drugs	drops,	the	challenge	is	to	op$mise	
their	use.	

•  This	can	be	done	through:	
•  the	early	treatment	of	pa$ents	who	do	not	respond	to	tradi$onal	
DMARDs	

•  by	iden$fying	the	group	of	pa$ents	in	whom	biologics	can	be	
successfully	discon$nued	a_er	a	reasonable	$me	without	
subsequent	relapse	of	disease	

•  by	iden$fying	the	subjects	whose	disease	ac$vity	can	be	kept	low	by	
administering	tradi$onal	DMARDs	alone	a_er	the	biologics.	



Italian	Na$onal	Health	System	

•  Na$onal	Fund	assigned	by	Central	Government	but	managed	
by	Regional	Government	

•  Local	Health	administra$ons		

•  Budget	alloca$on	to	Departments	

•  Tight	cost	minimiza$on	policy	

•  Drug	budget	respect	required	
•  Budget	monitored	every	6	months	($ght	control)	



Department	of	Locomotor	System	
Division	of	Rheumatology	

ASL3-Genovese	

Op$miza$on	protocol	for	the	use	of	biological	treatments	
Year	2014	



At	each	ollow-up	visit,	if	DAS28	<2.6:	
•  ETA,50	mg	every	10	days	
•  ADA,	40	mg	every	3	week	
•  CER,	200	mg	every	3	weeks	
•  GOL,	50	mg	every	5	weeks	
•  IFX,	i.v	every	9	weeks	
•  ABA,	every	5	weeks	
•  TCZ,	every	5	weeks	
•  RTX,every	7	months	
A;er	3	months,	in	case	of	no	flares:	
•  ETA,50	mg	every	2	weeks	
•  ADA,	40	mg	every	4	weeks	
•  CER,	200	mg	every	4	weeks	
•  GOL,	50	mg	every	6	weeks	
•  IFX,	i.v	every	10	weeks	
•  ABA,	every	6	weeks	
•  TCZ,	every	5	weeks	
•  RTX,every	8	months	
A;er	3	months,	if	the	paAent	is	in	remission:	TJC	£	1,	SJC	£		1,	CRP	£		1	mg/dl,	PGA	£		10	mm,	or	SDAi	£		3.3.	
ü  Stop	biologic	drug	and	con$nue	cDMARDs	on	current	dose.	
ü  If	pa$ent	flares,	increase	cDMARDS	to	maximum	tolerated	dose.	
ü  In	case	of	no	response,	restart	biologic	drug.	

OPTIMIZATION	PROTOCOL:	RA	–	PsA	



At	each	ollow-up	visit,	if	BASDAI	<50%	of	previous	value,	pain	VAS	<10,	and	CRP	£ 1 mg/dl	:	
•  ETA,50	mg	every	10	days	
•  ADA,	40	mg	every	3	week	
•  GOL,	50	mg	every	5	weeks	
•  IFX,	i.v	every	9	weeks	
A;er	3	months,	in	case	of	no	flares:	
•  ETA,50	mg	every	2	weeks	
•  ADA,	40	mg	every	4	weeks	
•  GOL,	50	mg	every	6	weeks	
•  IFX,	i.v	every	10	weeks	
A;er	3	months,	if	the	paAent	is	in	remission:	BASDAI	<50%	of	previous	value,	pain	VAS	<10,	
CRP	and	ESR		nega$ve.	
ü  Stop	biologic	drug.	
ü  If	pa$ent	flares,	restart	biologic	drug.	

OPTIMIZATION	PROTOCOL:	AS	



Treatments	according	to	Diagnosis	
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Treatments	according	to	Diagnosis	and	Drug	
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N.	369	

Treatments	according	to	Diagnosis	and	Referral	
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Pa$ents	provenience:	
•  ASL3,	Genoa	area	n.	230	
•  non-ASL3,	outside	Genoa	area	n.	139	



• Standard	cost	
Drug	price	according	RCPs,	mul$plied	by	52	weeks	of	
treatment.	

• Real	cost	
Effec$ve	amount	of	money	spent	for	each	drug	on	annual	
basis,	inclusive	of	discount	policies.	
	
Analysis	limited	to	ASL3	paAents	because	of	accuracy	of	data	

OPTIMIZATION	PROTOCOL	
	Economic	analysis	
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2013	EULAR	recommenda$ons	for	the	management	of	RA	with	
synthe$c	and	biological	DMARDs	

	Smolen	J.	et	al.	Ann	Rheum	Dis.	2014	

12. If	a	pa$ent	is	in	persistent	remission	a_er	having	tapered	glucocor$coids,	one	
can	consider	tapering	biological	DMARDs,	especially	if	this	treatment	is	
combined	with	a	csDMARD 

13. In	cases	of	sustained	long-term	remission,	cau$ous	reduc$on	of	the	csDMARD	
dose	could	be	considered,	as	a	shared	decision	between		
pa$ent	and	physician 

Management	of	pa$ents	in	remission	



Smolen	J,	Aletaha	D.	Nat	Rev	Rheumatol	2015		



Smolen	J,	Aletaha	D.	Nat	Rev	Rheumatol	2015		

Proposed	algorithm	for	withdrawal	of	biologic	therapy	in	pa$ents	with	ac$ve	RA	



Is	Stepdown	of	biologic	treatments	really	feasible	in	RA	?	

•  Discon$nua$on	of	biologics	is	inferior	to	con$nua$on	with	respect	to		disease	ac$vity,	
func$on	and	structural	outcome.	

•  Disease	ac$vity	dose	tapering	of	TNF	inhibitors	seems	slightly	inferior	to	con$nua$on	
but	feasible	in	most	of	the	pa$ents	in	persistent	remission	with	no	difference	on	
func$on	and	short	term	structural	outcome.	

•  Some	predic$ve	factors	of	persistent	remission	a_er	dose	reduc$on	can	be	iden$fy:	
ü Dura$on	and	«	quality	»	of	remission	
ü Early	response	to	TNFi	
ü ACPA	/RF	nega$vity	
ü Baseline	erosion	?	

•  Good	response	a_er	restart	of	TNF	inhibitors.	

•  Limited	data	on	non-TNF	biologics.	

Combe	B.	OsteoRheumatology	2015		



van	Herwaarden	N	et	al.	BMJ	2015		

DRESS	Study	



Fautrel	B	et	al.	Ann	Rheum	Dis	2015		

Conclusions	
•  Tapering	was	not	equivalent	to	maintenance	strategy,	resul$ng	in	more	
relapses	without	impac$ng	structural	damage	progression.	

•  Further	studies	are	needed	to	iden$fy	pa$ents	who	could	benefit	from	such	a	

strategy	associated	with	substan$al	cost	savings.	



Kuijper	TM	et	al.	J	Rheumatol	2015		

Conclusion	
	
• One-third	of	pa$ents	with	RA	with	LDA	or	in	remission	may	
taper	or	stop	DMARD	treatment	without	experiencing	a	disease	
flare	within	the	first	year.	

• Dose	reduc$on	of	TNF	blockers	results	in	lower	flare	rates	than	
stopping	and	may	be	noninferior	to	con$nuing	full	dose.	

• Radiological	progression	a_er	treatment	deescala$on	remains	
low,	but	may	increase	slightly.	



Navarro-Compan	V	et	al.	Rheumatology	2016	

Rheumatology	key	messages	
	
• Published	evidence	on	discon$nua$on	and	tapering	strategies	in	
axial	spondyloarthri$s	is	scarce	and	weak.	

• Discon$nua$on	of	an$-TNF	therapy	in	pa$ents	with	axial	
spondyloarthri$s	leads	to	flare	in	most	cases.	

• Tapering	anA-TNF	therapy	is	successful	in	maintaining	low	
disease	acAvity	in	most	paAents	with	ankylosing	spondyliAs.	



Chan	CKY	et	al.	Autoimmun	Rev	2016	

•  Dose	reduc$on	strategies	for	biological	therapies	are	being	considered	as	a	result	of	
pa$ent	choice,	reduc$on	of	poten$al	dose-dependent	risks	and	to	save	costs.	

•  For	established	disease,	cessa$on	of	biological	therapies	is	rarely	successful	and	
should	be	avoided.	

•  Risks	of	a	dose	reducAon	strategy	can	include	loss	of	disease	control,	failure	to	
recapture	control	a;er	reintroducAon	of	the	standard	dose	and	a	risk	of	increased	
immunogenicity.	

•  Flares	of	disease	may	be	associated	with	increased	damage	(e.g.	radiographic	or	as	
the	result	of	uncontrolled	systemic	inflammaAon	such	as	increased	cardiovascular	
events)	and	worse	paAent	reported	outcomes.	

•  When	considering	dose	tapering,	care	must	be	taken	to	reduce	the	likelihood	of	
flare	and	subsequent	damage	by	carefully	selec$ng	appropriate	pa$ents	and	
excluding	those	with	evidence	of	ongoing	disease	ac$vity.	

•  Different	approaches	may	be	needed	for	those	with	early	versus	established	disease.	

Take	home	messages	



Chan	CKY	et	al.	Autoimmun	Rev	2016	

•  There	are	potenAal	dose	related	risks	in	not	exploring	dose	reducAon	
strategies	as	part	of	op$mising	the		treatment	of	pa$ents	with	
inflammatory	rheuma$c	disease.	

•  These	include	the		potenAal	risks	of	leaving	individuals	with	high		trough	
levels		of	biological	therapies	on	their	current	doses	such		as	infecAons	or	
future	malignancy.		

•  Dose		reducAon	may		also	produce	significant	cost	savings	that,	if	kept		
within	a	local	rheumatology	budget,	may		jus$fy		earlier	treatment	for	
pa$ents	with	lower	disease	ac$vity	or	even		dose		increases	when	needed.	

•  Therefore,	further	studies	to	elucidate	suitable	dose		reduc$on	strategies	
and		how	to		accurately	iden$fy	the		most	appropriate	candidates	for	
reduced	dose		biologics	will	con$nue	to	be	important.	
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