
Liver International. 2018;38:183–192.	 wileyonlinelibrary.com/journal/liv	 	 | 	183© 2017 John Wiley & Sons A/S. 
Published by John Wiley & Sons Ltd

Received:	24	May	2017  |  Accepted:	25	May	2017
DOI: 10.1111/liv.13490

L E T T E R S  T O  T H E  E D I T O R

Mixed cryoglobulinaemia: An important but frequently 
unrecognized and underestimated HCV- related condition in 
the real life practice

Dear Editor:
We	read	with	interest	the	paper	“Effectiveness	and	cost	of	hepatitis	
C	virus	cryoglobulinaemia	vasculitis	treatment:	from	interferon-	based	
to	direct	acting	antivirals	era”,1	and	we	feel	that	the	combination	of	ef-
fectiveness	with	a	cost	analysis	is	original	and	increases	the	awareness	
about	patients	with	Mixed	Cryoglobulinaemia	(MC).

A	dedicated	approach,	focusing	on	the	diagnosis	and	on	the	impact	
of	treatment	of	MC,	have	been	included	within	the	Italian	Platform	for	
the	 Study	of	Viral	Hepatitis	Therapies	 (PITER).2	Of	 the	8005	HCV+	
patients	enrolled	in	PITER,	only	1678	(21%)	have	been	evaluated	for	
the	presence	of	MC,	that	was	shown	in	771	(46%)	patients,	266	(35%)	
of	whom	were	 symptomatic	 (cryoglobulinaemic	 vasculitis	 -	CryoVas-		
or	MC	 syndrome	 –MCS-	).	Among	 the	 centres	 that	 considered	MC,	
64%	 evaluated	 cryoglobulinaemia	 only	 if	 MC	 was	 clinically	 sus-
pected.	Cryocrit	was	determined	at	admission	based	on	Complement/
Rheumatoid	 Factor	 (RF)	 levels	 or	 only	 in	 case	 of	RF	positivity	 (58%	
and	42%	of	the	centres	respectively).	Cryo	testing	was	not	adequate	
in	39%	of	the	centres.	These	results,	showed	the	real-	life	variability	in	
the	diagnostic	approach	to	MC,	suggesting,	on	the	one	hand,	that	MC	
prevalence	 in	HCV+	individuals	 is	generally	underestimated,	and,	on	
the	other	hand,	that	the	percentage	of	MC	patients	with	CryoVas	was	
probably	overestimated	in	centres	where	MC	is	not	routinely	assessed.

In	the	paper	of	Cacoub	et	al.,	the	major	studies	that	have	reported	
a	very	good	clinical	profile	for	CryoVas	treatment	with	DAAs	are	cited.	
The	preliminary	prospective	results	from	129	CryoVas	treated	patients	
included	 in	PITER	confirm	the	high	clinical,	 immunological	and	viro-
logical	effectiveness	of	DAA-	based	therapy	 in	a	 large	representative	
sample	of	these	patients3	(Table	1).

Excluding	 the	 cost	 of	 antiviral	 treatment,	 the	 costs	 of	 CryoVas	
treatment	cited	in	the	study	of	Cacoub	et	al.	are	higher	than	previous	

estimates	for	different	severities	of	liver	disease	and	also	higher	than	
the	 cost	of	 patients	with	hospital	 admission	because	of	 liver	 failure	
complications.4,5	 In	 conclusion,	 available	 data	 stress	 the	 important	
economic	 burden	 of	 this	 syndrome	 and	 emphasize	 the	 importance	
of	better	management	in	order	to	decrease	the	clinical	and	economic	
consequences.
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TABLE  1 Clinical	Response	of	CryoVas	patients	achieving	SVR12

Disappearance	or	improve-
ment	of	all	symptoms

61	patients	
(48%)

Complete	
response

Improvement	of	more	than	
50%	of	symptoms

52	patients	
(41%)

Partial	clinical	
response

Improvement	in	less	than	50%	
of	symptoms

12	patients	(9%) Non-	Response

Complete	persistence 4	patients	(3%)
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