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Case RepoRt

Primary localized cutaneous amyloidosis with lichen and poikiloderma-
like lesions and an excellent response to systemic acitretin*
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Abstract:	Primary	localized	cutaneous	amyloidosis	is	a	skin-limited	amyloidosis	that	does	not	involve	internal	organs.	It	is	
clinically	subclassified	into	3	general	categories	and	some	rare	variants.	However,	there	is	considerable	overlap	within	the	
classification.	Though	there	are	a	variety	of	therapeutic	measures,	the	treatment	is	often	unsatisfactory,	particularly	when	the	
disease	is	severe	and	extensive.	We	describe	a	rare	case	of	primary	localized	cutaneous	amyloidosis	with	lichen	and	poikilo-
derma-like	lesions	that	showed	an	excellent	response	to	systemic	acitretin.
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INTRODUCTION
Primary localized cutaneous amyloidosis (PLCA) is charac-

terized	by	 the	 limited	deposition	 of	 amyloid	 in	 the	 skin,	without	
deposition in any internal organs.1 There are a variety of clinical 
phenotypes	and	treatment	 is	often	difficult,	particularly	when	the	
disease	is	severe	and	extensive.	In	this	study,	we	describe	a	rare	case	
of	PLCA	with	lichen	and	poikiloderma-like	lesions	and	an	excellent	
response to systemic acitretin.

CASE REPORT
A	22-year-old	woman	had	endured	multiple,	mildly	prurit-

ic,	red-purple	skin	lesions	on	her	face,	external	ear,	neck	and	upper	
back	for	twenty	years	(Figure	1).1-3 The eruptions initially developed 
as papules on her face and spread gradually to the other locations. 
Some lesions on the forehead and bilateral parts of the malar re-
gion and cheeks (is this a repetition of the same idea?) coalesced 
into	plaques,	while	others	on	the	upper	back	partly	subsided	spon-
taneously,	 leaving	 hypopigmented	 macules.	 Her	 medical	 history	
was	unremarkable	and	there	were	no	reports	of	a	similar	condition	
in	her	family	members.	Physical	examination	revealed	symmetric,	
multiple,	 red-purple,	 hyperkeratotic	 papules	 and	 plaques	 on	 the	
face,	external	ear	and	neck.	The	papules	were	intermingled	with	hy-
popigmented	macules	and	telangiectatica,	producing	a	reticulated	
appearance	on	the	upper	back.	Laboratory	examination	showed	no	
abnormality	in	routine	tests,	including	blood	count,	urinalysis,	liver	
and	kidney	function	test,	muscle	enzymes	and	serum	uric	acid	lev-

el.	Serum	and	urine	immunofixation	returned	negative	results.	No	
cardiac	 abnormalities	were	 noted	 upon	 echocardiography.	A	 skin	
biopsy	 specimen	 revealed	 hyperkeratosis,	 focal	 hypergranulosis,	
irregular	 acanthosis,	 liquefaction	 degeneration	 of	 the	 basal	 layer,	
and aggregations of amorphous eosinophilic material and pigment 
incontinence in the papillary dermis (Figure 2A). The eosinophilic 
material	stained	positively	with	Congo	red	(Figure	2B).	Based	on	the	
clinical	manifestations	 and	 histopathological	 features,	 the	 patient	
was	 diagnosed	with	 PLCA	 and	 treated	with	 systemic	 acitretin	 at	
an	initial	dose	of	0.5	mg/kg/d	(30	mg/d).	The	patient	experienced	
clear	relief	from	pruritus	and	saw	some	improvement	in	the	papules	
and	plaques	6	months	later,	with	mild	mucocutaneous	side	effects	
(Figure 1).1-3	Furthermore,	18	months	 later,	 (later	was	missing	but	
presumably	that	is	what	was	meant?)	the	case	showed	a	remarkably	
good response to the medicine (Figure 1).1-3

DISCUSSION
Amyloidosis refers to a heterogeneous group of disorders 

characterized	by	extracellular	deposition	of	proteinaceous	fibrillar	
materials (termed amyloid) in various tissues and organs.2 At pres-
ent,	 there	are	30	structurally	unrelated	proteins	that	are	known	to	
cause amyloidosis.3	PLCA	 is	 a	 skin-limited	amyloidosis	 that	does	
not	 involve	 internal	 organs.	 Histologically,	 it	 is	 characterized	 by	
the	deposition	of	amyloid	in	the	superficial	dermis.	Clinically,	it	is	
subclassified	 into	 3	 general	 categories:	 lichen	 (papular);	 macular	
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(the most common type); and nodular amyloid (the rarest).4 Rare 
variants	 include	 the	 poikiloderma-like,	 bullous	 and	 vitiliginous	
types,	 while	 anosacral	 forms	 have	 also	 been	 reported.	 However,	
the	 classification	 involves	 considerable	 overlap,	 both	 within	 the	
subtypes	 of	 PLCA	 and	 with	 systemic	 amyloidosis.5 This protean 
clinical	manifestation	 also	 appears	 in	 patients	with	 lichen	 lesions	
on	the	face,	external	ear,	neck	and	poikiloderma-like	lesions	on	the	
upper back.

Initial	amyloid	formation	in	PLCA	is	thought	to	be	related	to	
keratinocyte	apoptosis.	But	the	general	mechanism	of	amyloid	fibril	
formation is not fully understood. Koji Ono et al. proposed that the 
possible	mechanism	for	promoting	amyloid	fibril	formation	in	PLCA	
may	be	summarized	in	6	steps.	Thus,	galectin-7	(Gal-7)	may	be	an	
amyloid	precursor	protein,	while	actin	and	cytokeratins	may	be	in-
volved in modulating the aggregation of amyloidogenic peptides.6

Treating	 PLCA	 is	 difficult	 and	 numerous	 methods	 have	
been	tried	with	variable	success.	Systemic	etretinate	or	acitretin	ap-
peared	to	be	helpful	in	some	cases,	just	seen	in	this	patient.	The	pos-
sible	mechanisms	were	proposed	 as	 follows:	 First,	 retinoids	 have	
anti-inflammatory	and	anti-proliferative	actions	that	inhibit	epider-
mal	acanthosis	and	further	 inflammatory	injury	to	basal	keratino-
cytes.	They	are	known	to	promote	keratinocyte	differentiation	and	
can prevent amyloidogenesis by correcting a keratin 5:14 imbalance. 
Second,	they	can	regulate	levels	of	several	heat-shock	proteins	that	
may	prevent	aberrant	folding	of	keratin	into	amyloids.	Third,	reti-
noids	can	also	reduce	apolipoprotein	E	secretion,	a	protein	 found	
together	with	amyloids	that	is	considered	crucial	 in	promoting	its	
formation.7	As	Gal-7	is	an	important	amyloid	precursor	protein	in	
PLCA,	 further	 studies	are	necessary	 to	 investigate	 the	association	
between	Gal-7	and	retinoids.q

Figure 1: 
Skin lesions on the face 
(A1,	A2)	and	upper	back	
(A3).	 6	 months	 (B1-3)	
and	 18	 months	 (C1-3)	
after	treatment	with	sys-
temic acitretin

Figure 2: 
The	 histological	 find-
ings. (A) Hyperkera-
tosis,	 liquefaction	 de-
generation of the basal 
layer,	 aggregations	 of	
amorphous eosinophilic 
material and pigment 
incontinence in the 
papillary dermis (H & 
E,	 100×).	 (B)	 The	 eosin-
ophilic material stained 
positively (Congo red 
stain,	400×)A
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