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2 Abbreviations 

AD	 																								atopic	dermatitis	
BB-UVB	 	broad-band	ultraviolet	B	
BMI	 	body	mass	index	
CIE	 Commission	Internationale	de	l’Eclairage	
DEQAS	 Vitamin	D	External	Quality	Assessment	Scheme	
DLQI	 	dermatology	life	quality	index	
EHT	 empowering	heliotherapy	
ECLIA	 	electrochemiluminescence	immunoassay	
HRQoL	 	health-related	quality	of	life	
HT	 heliotherapy	
HPLC	 high	performance	liquid	chromatography	
IDS	RIA	 Immunodiagnostics	Systems	radioimmunoassay	
LC-MS/MS	 liquid	chromatography	tandem	mass	spectrometry	
MCS	 mental	component	summary	
NB-UVB	 narrow-band	ultraviolet	B	
NIST	 National	Insitute	of	Standards	and	Technology	
1,25(OH)2D	 1,25-dihydroxyvitamin	D		
25(OH)D	 25-hydroxyvitamin	D	
PASI	 	psoriasis	area	and	severity	index	
PCS	 physical	component	summary	
PO-SCORAD	 patient-oriented	scoring	of	atopic	dermatitis	
SAPASI	 	self-administered	psoriasis	area	and	severity	index	
SED	 	standard	erythema	dose	
S-25(OH)D	 serum	25-hydroxyvitamin	D	
SCORAD	 scoring	of	atopic	dermatitis	
UV	 ultraviolet	
UVA	 ultraviolet	A	
UVB	 ultraviolet	B	
UVC	 ultraviolet	C	
UVR	 ultraviolet	radiation	
VAS	 visual	analogue	scale	
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3 Abstract 

Narrow-band	ultraviolet	B	(NB-UVB)	phototherapy	is	used	to	treat	dermatoses	
such	as	psoriasis	and	atopic	dermatitis	(AD),	diseases	having	a	negative	impact	
on	the	health-related	quality	of	life	(HRQoL).	NB-UVB	can	also	raise	serum	25-
hydroxyvitamin	D	 [S-25(OH)D]	 levels.	 Since	solar	ultraviolet	 radiation	 (UVR)	 is	
not	capable	of	inducing	cutaneous	vitamin	D	synthesis	in	winter,	we	set	out	to	
determine	whether	NB-UVB	exposure	can	enhance	S-25(OH)D	levels	in	subjects	
receiving	cholecalciferol	supplementation,	and	whether	NB-UVB	can	be	used	to	
sustain	 post-summer	 S-25(OH)D	 levels	 during	 the	 winter.	 We	 also	 studied	
whether	vernal	solar	UVR	can	raise	S-25(OH)D	levels	during	outdoor	activities	in	
a	 snow-covered	 landscape,	 and	 what	 would	 be	 the	 effects	 of	 empowering	
heliotherapy	(EHT)	on	HRQoL	and	disease	severity	in	psoriasis	and	AD	patients.	
	
The	psoriasis	patients	and	healthy	subjects	described	in	paper	I	were	receiving	
daily	oral	cholecalciferol	supplements	of	20	µg	prior	to	the	study	and	during	it.	
Psoriasis	 patients	 received	 18	NB-UVB	 exposures	 and	 the	 healthy	 subjects	 9.	
After	9	exposures	each,	their	average	S-25(OH)D	levels	had	increased	by	13	and	
17	nmol	L-1	(p	<	0.001),	respectively,	while	after	the	18th	exposure	S-25(OH)D	in	
the	 psoriasis	 patients	 had	 increased	 by	 49	 nmol	 L-1.	 One	month	 later	 the	 S-
25(OH)D	level	was	still	30	nmol	L-1	above	the	baseline	in	the	psoriasis	patients	
and	18	nmol	L-1	above	in	the	healthy	subjects.	Baseline	CYP27A1	and	CYP27B1	
levels	were	 significantly	 lower	 in	 the	 psoriasis	 lesions	 than	 in	 the	 skin	 of	 the	
healthy	subjects	 (p	<	0.001).	Cathelicidin	 levels	were	similar	 in	both,	whereas	
human	beta	defensin	2	levels	were	significantly	higher	in	the	psoriasis	lesions	(p	
<	0.001).	NB-UVB	did	not	alter	the	CYP27A1,	CYP27B1	and	cathelicidin	levels	in	
the	psoriasis	patients,	but	their	average	human	beta	defensin	2	level	decreased	
significantly	(p	=	0.002).	The	NB-UVB	exposures	significantly	reduced	CYP27A1,	
CYP27B1	and	cathelicidin	 levels	 in	 the	healthy	subjects.	To	conclude,	NB-UVB	
radiation	 is	 effective	 in	 raising	 S-25(OH)D	 levels	 even	 in	 subjects	 receiving	
supplementations.	The	vitamin	D	hydroxylating	enzymes	 in	healthy	skin	 react	
more	actively	to	NB-UVB	than	those	in	psoriasis	lesions.	Human	beta	defensin	2	
seems	 to	 have	 a	 role	 in	 the	 pathogenesis	 of	 psoriasis.	 The	 difference	 in	 the	
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expression	of	vitamin	D-hydroxylating	enzymes	between	psoriasis	 lesions	and	
healthy	skin,	and	the	role	of	cutaneously	synthesized	vitamin	D	in	the	healing	of	
psoriasis,	are	subjects	which	require	further	investigation	since	the	roles	of	these	
effects	remain	unclear.	
	
The	healthy	subjects	studied	in	paper	II	were	randomized	into	an	intervention	
group	receiving	NB-UVB	exposures	every	other	week	from	October	to	April,	or	a	
control	group.	One	standard	erythema	dose	(SED)	was	administered	on	the	first	
occasion	 and	 2	 SED	 on	 all	 subsequent	 occasions.	 Two	 weeks	 after	 the	 last	
irradiation	the	S-25(OH)D	in	the	intervention	group	had	increased	by	12	nmol	L-
1	(p	=	0.029)	whereas	that	in	the	control	group	had	decreased	by	11	nmol	L-1	(p	
=	0.022).	 In	 summary,	 suberythemal	NB-UVB	exposures	maintained	and	even	
increased	 the	S-25(OH)D	 levels	 in	winter.	These	could	be	used	 to	maintain	S-
25(OH)D	levels	in	haemodialysis	patients,	who	typically	respond	slowly	to	oral	
cholecalciferol.	
	
The	healthy	subjects	in	paper	III	were	exposed	to	vernal	solar	UVR	in	March	and	
April	either	during	their	late	winter	holiday,	or	at	noon	on	working	days.	They	
received	a	mean	cumulative	ultraviolet	B	(UVB)	radiation	dose	of	12	SED	on	the	
face	and	hands,	i.e.	7%	of	the	total	body	surface	area,	over	a	mean	period	of	12	
hours	spent	out	of	doors.	Those	whose	baseline	S-25(OH)D	concentrations	were	
below	90	nmol	L-1	showed	significant	increases	of	6	nmol	L-1	(p	<	0.001),	while	
those	with	a	baseline	over	90	nmol	L-1	showed	a	decrease	of	7	nmol	L-1	(p	<	0.01).	
In	summary,	the	‘vitamin	D	winter’	in	Finland	lasts	only	until	March,	encouraging	
people	to	engage	in	vernal	outdoor	activities.	
	
Papers	IV	and	V	assess	the	effects	of	two-week	EHT	courses	on	the	HRQoL	and	
disease	severity	in	psoriasis	and	AD	patients.	The	mean	Dermatology	Life	Quality	
Index	 (DLQI)	decreased	significantly	by	5	and	8	units	 (p	<	0.001)	 in	 these	two	
groups,	respectively,	after	EHT,	and	remained	decreased	by	3	and	5	units	(p	<	
0.001),	 respectively,	after	 three	months.	The	Self-Administered	Psoriasis	Area	
and	Severity	Index	(SAPASI)	decreased	by	5.0	units	from	an	initial	7.4	units	and	
was	 still	 2.6	units	 below	 the	 initial	 level	 3	months	 after	 EHT	 (p	 <	 0.001).	 The	
Patient-Oriented	Scoring	of	Atopic	Dermatitis	(PO-SCORAD)	index	decreased	by	
24.0	units	from	an	initial	figure	of	36.7,	and	was	still	14.6	units	below	the	initial	
figure	 (p	 <	 0.001)	 3	 months	 after	 EHT.	 The	 RAND-36	 physical	 and	 mental	
component	summary	scores	decreased	significantly	during	EHT	and	remained	
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decreased	3	months	after	EHT	in	both	groups.	 In	summary,	EHT	improves	the	
HRQoL	and	alleviates	disease	severity	in	psoriasis	and	AD	patients.	
	
To	 conclude,	 NB-UVB	 exposures	 are	 effective	 in	 raising	 and	 maintaining	 S-
25(OH)D	levels	in	psoriasis	patients	and	healthy	subjects.	Vernal	solar	UVR	can	
elevate	S-25(OH)D	in	subjects	with	a	baseline	level	below	90	nmol	L-1.	Two-week	
EHT	courses	improve	the	HRQoL	and	alleviate	disease	severity	in	psoriasis	and	
AD	patients	for	at	least	3	months.	
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Tiivistelmä 

Kapeakaistaista	ultravioletti	B	(narrow-band	ultraviolet	B,	NB-UVB)	–valohoitoa	
käytetään	useiden	ihosairauksien,	kuten	psoriasiksen	ja	atooppisen	dermatiitin	
hoitamiseen.	Näillä	 sairauksilla	on	negatiivinen	elämänlaatuvaikutus.	NB-UVB-
valotus	nostaa	myös	seerumin	25-hydroksivitamiini	D	[S-25(OH)D]	–pitoisuutta.	
Koska	 auringon	 ultravioletti(UV)-säteilyn	 voimakkuus	 ei	 riitä	 käynnistämään	
ihon	 D-vitamiinisynteesiä	 talvella,	 tutkimme,	 kykeneekö	 NB-UVB-valotus	
nostamaan	 S-25(OH)D-tasoa	 kolekalsiferolilisää	 käyttävillä	 henkilöillä,	 ja	
voidaanko	NB-UVB-valotuksilla	ylläpitää	kesänjälkeistä	S-25(OH)D-tasoa	talvella.	
Tutkimme	myös,	nostaako	kevätauringon	UV-säteily	S-25(OH)D-tasoa	 lumisilla	
alueilla	 ulkoiltaessa.	 Lisäksi	 tutkimme	 aurinkopainotteisen	
sopeutumisvalmennuskurssin	vaikutusta	psoriasista	tai	atooppista	dermatiittia	
sairastavien	potilaiden	elämänlaatuun	ja	iho-oireisiin.	
	
Osatyössä	 I	 psoriasispotilaat	 ja	 terveet	 verrokit	 käyttivät	 20	 µg	
kolekalsiferolilisää	ennen	tutkimusta	ja	sen	aikana.	Psoriasispotilaat	saivat	18	
ja	verrokit	9	NB-UVB-valotusta.	Keskimääräiset	S-25(OH)D-tasot	nousivat	9.	
valotuksen	jälkeen	13	ja	17	nmol	L-1	(p	<	0.001),	vastaavasti.	S-25(OH)D-taso	
nousi	 18.	 valotuksen	 jälkeen	 psoriasispotilailla	 49	 nmol	 L-1.	 Kuukauden	
kuluttua	taso	oli	psoriasispotilailla	edelleen	30	nmol	L-1	ja	verrokeilla	18	nmol	
L-1	korkeampi	 kuin	 alkutaso.	CYP27A1-	 ja	CYP27B1-entsyymien	 tasot	olivat	
alhaisemmat	 psoriasisleesioissa	 kuin	 verrokkien	 iholla	 (p	 <	 0.001).	
Katelisidiinitasot	olivat	yhtä	korkeat,	mutta	human	β-defensiini	2:n	taso	oli	
korkeampi	 psoriasisleesioissa	 (p	 <	 0.001).	 NB-UVB-valotukset	 eivät	
muuttaneet	 CYP27A1-,	 CYP27B1-	 tai	 katelisidiinitasoja	 psoriasispotilailla,	
mutta	human	β-defensiini	2:n	taso	laski	merkitsevästi	(p	=	0.002).	Verrokeilla	
NB-UVB	 valotukset	 laskivat	 CYP27A1-,	 CYP27B1-	 ja	 katelisidiinitasoja.	
Yhteenvetona,	 NB-UVB-valotukset	 nostavat	 S-25(OH)D	 tasoa	
kolekalsiferolilisää	 käyttävillä	 henkilöillä.	 Terveessä	 ihossa	 D-
vitamiinihydroksylaatioon	 osallistuvat	 entsyymit	 reagoivat	 NB-UVB-
valotuksiin	aktiivisemmin	kuin	psoriasisleesioissa,	ja	human	β-defensiini	2:lla	
näyttäisi	 olevan	 rooli	 psoriasiksen	 patogeneesissä.	 D-
vitamiinihydroksylaatioon	 osallistuvien	 entsyymien	 erilainen	 ilmentyminen	
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terveessä	 ihossa	 ja	 psoriasisleesiossa,	 ja	 iholla	 syntetisoidun	 D-vitamiinin	
rooli	psoriasiksen	paranemisessa,	ovat	aiheita	joiden	merkitys	jää	toistaiseksi	
epäselväksi	ja	jotka	vaativat	jatkotutkimuksia.	
	
Osatyössä	 II	 terveitä	 vapaaehtoisia	 satunnaistettiin	 interventioryhmään	
saamaan	NB-UVB-valotuksia	joka	toinen	viikko	lokakuusta	huhtikuuhun,	tai	
kontrolliryhmään.	 Ensimmäinen	 valoannos	 oli	 1	 standardieryteemayksikkö	
(SED)	 ja	 jatkoannokset	2	SED.	Kaksi	viikkoa	viimeisen	valotuksen	jälkeen	S-
25(OH)D-taso	 oli	 noussut	 12	 nmol	 L-1	 (p	 =	 0.029)	 interventioryhmässä	 ja	
laskenut	 11	 nmol	 L-1	 (p	 =	 0.022)	 kontrolliryhmässä.	 Yhteenvetona,	
punekynnyksen	alittavat	NB-UVB-valotukset	 ylläpitävät	 ja	 jopa	nostavat	 S-
25(OH)D-tasoa	talvella.	Tällaista	valotusprotokollaa	voisi	käyttää	S-25(OH)D-
tason	 ylläpitoon	 hemodialyysipotilailla,	 joilla	 vaste	 kolekalsiferolilisään	 on	
usein	heikko.	
	
Osatyössä	 III	 terveet	 vapaaehtoiset	 ulkoilivat	 maalis-huhtikuussa	
talvilomallaan	 tai	 työpäivän	 aikana.	 Kumulatiivinen	 ultravioletti	 B	 (UVB)	 –
säteilyannos	 oli	 12	 SED	 ja	 se	 saavutettiin	 12	 ulkoilutunnin	 aikana,	 jolloin	
kasvot	 ja	kädet	eli	7%	koko	 ihon	pinta-alasta	olivat	aurinkoalttiina.	Alle	90	
nmol	L-1	S-25(OH)D-tasot	nousivat	merkitsevästi	6	nmol	L-1	(p	<	0.001)	ja	yli	
90	nmol	L-1	 tasot	 laskivat	7	nmol	L-1	 (p	<	0.01).	Yhteenvetona,	Suomen	’D-
vitamiinitalvi’	 kestää	 vain	 maaliskuuhun,	 mikä	 voi	 motivoida	 ihmisiä	
lisäämään	keväistä	ulkoilua.	
	
Osatöissä	IV	ja	V	arvioitiin	2-viikon	aurinkopainotteisten	sopeutumisvalmen-
nuskurssien	 (empowering	 heliotherapy,	 EHT)	 vaikutus	 psoriasista	 tai	
atooppista	 dermatiittia	 sairastavien	 potilaiden	 elämänlaatuun	 ja	 iho-
oireisiin.	EHT:n	jälkeen	elämänlaatumittarin	Dermatology	Life	Quality	Index	
(DLQI)	tulos	laski	merkitsevästi,	psoriaatikoilla	5	ja	atoopikoilla	8	yksikköä	(p	
<	0.001).	Kolme	kuukautta	EHT:n	jälkeen	DLQI	oli	3	ja	5	yksikköä	alkutasoa	
matalampi	 (p	<	0.001),	 vastaavasti.	 Psoriasispotilailla	 iho-oireet	 lievittyivät	
Self-Administered	Psoriasis	Area	and	Severity	Index	(SAPASI)	–mittarilla	5.0	
yksikköä	 arvosta	 7.4,	 ja	 pysyivät	 3	 kuukautta	 EHT:n	 jälkeen	 2.6	 yksikköä	
alempina	 (p	 <	 0.001).	 Atoopikoilla	 iho-oireet	 lievittyivät	 Patient-Oriented	
Scoring	of	Atopic	Dermatitis	(PO-SCORAD)	–mittarilla	24.0	yksikköä	arvosta	
36.7,	 ja	 pysyivät	 3	 kuukautta	 EHT:n	 jälkeen	 14.6	 yksikköä	 alempina	 (p	 <	
0.001).	 RAND-36-elämänlaatumittarin	 fyysisen	 ja	 henkisen	 komponentin	
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yhteispisteet	laskivat	merkitsevästi	EHT:n	aikana,	ja	pysyivät	parantuneina	3	
kuukautta	EHT:n	jälkeen	molemmilla	potilasryhmillä.		
	
Yhteenvetona,	 NB-UVB-valotukset	 nostavat	 ja	 ylläpitävät	 S-25(OH)D-tasoa	
tehokkaasti	 psoriasispotilailla	 ja	 terveillä	 henkilöillä.	 Kevätauringon	 UV-
säteily	 kykenee	nostamaan	S-25(OH)D-tasoa	henkilöillä,	 joilla	 lähtötaso	on	
alle	 90	 nmol	 L-1.	 Kahden	 viikon	 EHT	 parantaa	 psoriasispotilaiden	 ja	
atoopikkojen	elämänlaatua	ja	ihottumaoireita	ainakin	3	kuukauden	ajan.	
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4 Introduction 

Ultraviolet	 B	 (UVB)	 radiation	 is	 responsible	 for	 the	 photoconversion	 of	 7-

dehydrocholesterol	to	previtamin	D3	(Holick	et	al.	1980,	MacLaughlin	et	al.	1982)	

and	 accounts	 for	 at	 least	 90%	 of	 the	 total	 serum	 25-hydroxyvitamin	 D	 [S-

25(OH)D]	 concentration	 (Reichrath	 2006).	 However,	 the	 intensity	 of	 UVB	

radiation	at	 latitude	52°N	and	above	 is	not	high	enough	 to	 induce	cutaneous	

photosynthesis	of	vitamin	D	between	October	and	March	(Webb	et	al.	1988),	

although	 in	 theory	 this	 photosynthesis	 is	 possible	 from	early	March	onwards	

(Kazantzidis	et	al.	2009)	even		at	latitude	61°N.	Due	to	the	high	seasonal	variation	

in	UVB	radiation	and	the	generally	low	vitamin	D	intake,	vitamin	D	insufficiency	

is	common	world-wide	(Wacker	and	Holick	2013,	Cashman	et	al.	2016,	Lamberg-

Allardt	 et	 al.	 2013),	 leading	 in	 Finland	 to	 recent	 national	 policies	 that	 have	

succeeded	 in	 increasing	 vitamin	 D	 intakes	 (Helldan	 et	 al.	 2013).	 A	 lack	 of	

consensus	nevertheless	exists	as	to	the	optimal	S-25(OH)D	level	(Bouillon	et	al.	

2013),	which	serves	as	the	best	indicator	of	vitamin	D	status	(Holick	1981).	The	

cut-offs	 depicting	 vitamin	 D	 deficiency	 and	 insufficiency	 suggested	 by	 the	

Institute	of	Medicine	are	<	30	nmol	L-1	and	<	50	nmol	L-1	 (IOM	2011),	but	the	

evidence	 for	 the	 health	 benefits	 of	 vitamin	 D	 is	 conclusive	 only	where	 bone	

health	and	total	mortality	are	concerned	(Lamberg-Allardt	et	al.	2013).	Vitamin	

D	insufficiency	is	more	common	in	patients	with	psoriasis	and	atopic	dermatitis	

(AD)	than	in	healthy	subjects	(Gisondi	et	al.	2012,	Cheng	et	al.	2014).	These	two	

diseases	 are	 treated	 inter	 alia	 with	 narrowband	 ultraviolet	 B	 (NB-UVB)	

phototherapy	 (Sokolova	 et	 al.	 2015)	 and	 heliotherapy	 (Snellman	 et	 al.	 1993,	
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Autio	et	al.	2002,	Mork	and	Wahl	2002,	Vähävihu	et	al.	2008),	which	increase	S-

25(OH)D	 concentrations	 (Vähävihu	 et	 al.	 2008,	 Osmancevic	 et	 al.	 2009a,	

Vähävihu	et	al.	2010a).	As	chronic	skin	diseases,	psoriasis	and	AD	have	a	negative	

impact	 on	 the	 health-related	 quality	 of	 life	 (HRQoL)	 of	 affected	 patients	

(Maksimovic	et	al.	2012,	Augustin	and	Radtke	2014),	and	since	self-management	

plays	 an	 essential	 role	 in	 their	 long-term	 treatment,	 patient	 education	 is	

nowadays	 considered	 an	 integral	 part	 of	 successful	 treatment	 (De	 Bes	 et	 al.	

2011).	

			The	key	targets	of	the	present	work	were	to	examine	the	effects	of	NB-UVB	

phototherapy	and	solar	ultraviolet	 radiation	 (UVR)	on	 the	vitamin	D	status	of	

dermatological	 patients	 and	 healthy	 subjects,	 and	 the	 effects	 of	 UVR	 during	

empowering	 heliotherapy	 on	 HRQoL	 and	 disease	 activity	 in	 psoriasis	 and	 AD	

patients.		Another	target	was	to	determine	whether	vernal	solar	UVR	is	capable	

of	raising	S-25(OH)D	concentrations.	
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5 Review of the literature 

	

5.1 Ultraviolet radiation 

5.1.1 Seasonal and geographical variation in solar UV radiation 
	

	
Ultraviolet	 radiation	 (UVR)	 represents	 the	wavelength	 range	 400	 to	 100	 nm,	

within	 which	 the	 biological	 effects	 of	 the	 radiation	 vary	 greatly.	 Thus,	 the	

spectrum	 was	 further	 divided	 in	 1932	 into	 three	 subregions,	 defined	 as	

ultraviolet	 A	 (UVA,	 400–315	 nm),	 ultraviolet	 B	 (UVB,	 315–280	 nm)	 and	

ultraviolet	 C	 (UVC,	 280–100	 nm).	 Environmental	 and	 dermatological	

photobiologists	 tend	 to	use	 slightly	different	 ranges,	however:	UVA	 (400–320	

nm),	UVB	(320–290	nm)	and	UVC	(290–200	nm)	(Diffey	2002).	The	ozone	layer	

absorbs	wavelengths	shorter	than	310	nm,	and	thus	95%	of	our	terrestrial	UVR	

is	UVA,	5%	is	UVB,	and	UVC	is	not	detected	at	all	(Reichrath	et	al.	2006).	UVB	is	

differentiated	from	UVA	at	320	nm,	because	wavelengths	shorter	than	this	are	

generally	 more	 photobiologically	 active	 (Diffey	 2002).	 UVC	 radiation	 causes	

significant	 damage	 to	 biological	 organisms,	 since	 the	 absorption	 spectrum	of	

DNA	reaches	a	maximum	at	260	nm,	and	UVB	 radiation	similarly	 causes	DNA	

mutations	 and	 increases	 the	 risk	 of	 skin	 cancer	 (Reichrath	 et	 al.	 2006).	 UVB	

radiation	is	also	responsible	for	the	photoconversion	of	7-dehydrocholesterol	to	

previtamin	D3,	with	a	maximum	spectral	effectiveness	at	about	297	nm	(Holick	
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et	al.	1980,	MacLaughlin	et	al.	1982).	Longer	UVA	wavelengths	penetrate	deeper	

into	the	dermis	and	can	cause	photoageing	and	solar	elastosis	(Reichrath	et	al.	

2006).	

			Factors	that	affect	the	ambient	UVR	level	can	be	either	cyclical	and	predictable	

or	more	random	and	less	predictable.	The	most	important	cyclical	factor	is	the	

solar	zenith	angle,	 i.e.	 the	angle	between	the	vertical	axis	and	the	sun,	which	

depends	 on	 the	 time	 of	 day,	 season	 of	 the	 year	 and	 latitude.	 As	 the	 angle	

increases,	the	UVR	has	a	longer	distance	to	travel	through	the	atmosphere	and	

therefore	has	more	chance	of	being	absorbed	or	scattered	and	spreads	over	a	

larger	 area,	 which	 reduces	 the	 amount	 reaching	 the	 skin.	 Small	 solar	 zenith	

angles	 are	 associated	 with	 summer,	 noon	 and	 low	 latitudes,	 whereas	 large	

angles	are	associated	with	winter,	mornings	and	evenings,	 and	high	 latitudes	

(Webb	2006).	

			Ozone	in	the	stratosphere	is	a	major	absorber	of	UVB	radiation,	and	this	also	

is	cyclical	in	nature	but	with	a	more	random	seasonal	variation.	At	mid-latitudes	

the	effect	of	ozone	increases	in	spring,	but	at	high	latitudes	there	is	a	long-term	

trend	 in	 ozone	 depletion	 that	 is	 gradually	 increasing	 UVR	 levels.	 Ozone	 and	

altitude	 influence	 the	 shorter	 UVB	 wavelengths	 more	 than	 the	 longer	 UVA	

wavelengths	and	thus	alter	the	spectral	shape	and	intensity	of	the	UVR.	More	

UVR	 reaches	 the	 ground	 surface	 at	 high	 altitudes	 and	 the	proportion	of	UVB	

increases	(Webb	2006).	

			Cloudiness,	and	also	aerosols	in	polluted	areas,	can	reduce	the	irradiance	of	

the	surface	by	causing	scattering	and	absorption	 (Engelsen	et	al.	2005,	Webb	

2006),	and	a	surface	such	as	snow	can	itself	increase	the	UVR	level	substantially	

due	 to	 reflections	between	the	ground	and	the	sky,	as	well	as	 through	direct	

reflections	from	the	ground	to	vertical	surfaces	(Jokela	et	al.	1993).	The	albedo	

of	 snow	 varies	 between	 0.5	 to	 0.7	 (Meinander	 et	 al.	 2008	 and	 2013),	 the	



	

	 19 

reflection	effect	being	highest	for	vertical	surfaces	such	as	the	face	(Jokela	et	al.	

1993).	

			Due	 to	 the	high	seasonal	variation	 in	available	UVB	radiation,	no	cutaneous	

photosynthesis	of	 vitamin	D	can	be	detected	between	October	and	March	at	

latitude	52°N	and	above,	a	phenomenon	referred	to	as	the	‘vitamin	D	winter’	

(Webb	et	al.	1988).	Variations	in	ozone	levels	can	nevertheless	alter	the	latitude	

of	this	‘winter’	by	up	to	10	degrees	and	extend	or	shorten	its	duration	by	up	to	

2	months	(Engelsen	et	al.	2005).	In	theory,	cutaneous	photosynthesis	of	vitamin	

D	 is	 possible	 at	 latitude	 61°N	 from	 early	March,	 but	 this	 is	 a	mathematically	

calculated	estimate	based	on	experimental	UVR	spectroradiometer	 irradiance	

measurements	 (Fig.	 1)	 (Kazantzidis	 et	 al.	 2009).	 Due	 to	 seasonal	 variation	 in	

available	 UVB	 radiation,	 the	 lowest	 S-25(OH)D	 levels	 are	 typically	 measured	

between	February	and	April	in	subjects	living	at	high	latitudes	(Edvardsen	et	al.	

2007,	Brustad	et	al.	2007,	Datta	et	al.	2012,	Klingberg	et	al.	2015).	
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Figure	1.	Mean	annual	effective	doses	of	vitamin	D	at	Jokioinen	(61°N)	at	4	pm.	

	

5.1.2 Measurement of UV radiation 
	

An	established	physical	terminology	exists	for	expressing	quantities	of	UVR.	A	

radiation	beam	has	 a	 certain	 radiant	 energy	 (J)	 and	 radiant	 flux	 (W),	while	 a	

radiation	source	has	a	certain	radiant	intensity	(W	sr-1)	and	radiance	(W	m-2	sr-

1).	Irradiance	(W	m-2)	describes	the	amount	of	radiance	reaching	a	given	object	

and	the	time	integral	of	irradiance	is	radiant	exposure	(J	m-2).	A	prefix	spectral	is	

used	 when	 the	 quantities	 are	 expressed	 in	 terms	 of	 wavelengths.	 As	 the	

biological	 effects	 of	 UVR	 vary	 according	 to	 the	 wavelength,	 irradiance	 of	 a	

radiation	source	has	to	be	multiplied	by	an	action	spectrum	to	create	a	weighted	

irradiance	 (Diffey	 et	 al.	 1997,	 CIE	 1999,	 Diffey	 2002)	 for	 interpreting	 the	

consequences.	Action	spectra	are	defined	by	measuring	the	threshold	energy	of	
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each	wavelength	inducing	an	end-point	of	interest.	Different	action	spectra	have	

been	developed	by	the	Commission	Internationale	de	l’Eclairage	(CIE),	such	as	

the	erythema	reference	action	spectrum	(CIE	1999)	and	the	previtamin	D3	action	

spectrum	(Boullion	et	al.	2006).		

			Erythemally	weighted	doses	can	be	expressed	as	either	CIE	erythema	weighted	

doses	(mJ	cm-2	or	J	m-2),	Minimal	Erythema	Doses	or	Standard	Erythema	Doses	

(SED).	A	Minimal	Erythema	Dose	is	the	smallest	dose	causing	well-defined	skin	

erythema	24	hours	after	irradiation.	It	is	not	a	standard	measure,	however,	as	it	

only	expresses	the	sensitivity	of	a	single	individual	to	UVR,	and	the	result	can	be	

affected	by	the	characteristics	of	the	radiation	source,	the	pigmentation	of	the	

skin,	previous	light	exposure,	the	anatomical	site	and	observational	factors.	The	

concept	of	Minimal	Erythema	Dose	is	confined	to	observational	studies	(Diffey	

et	al.	1997,	Diffey	2002),	while	SED	has	been	developed	for	use	when	referring	

to	natural	and	artificial	UVR	sources	(Diffey	et	al.	1997,	CIE	1999).	One	SED	is	

equivalent	to	10	mJ	cm-2	CIE	erythema	weighted	irradiance.	The	ambient	solar	

UVR	exposure	on	a	clear	European	summer	day,	 for	example,	 is	about	30–40	

SED.	Four	SED	will	produce	moderate	erythema	on	unexposed	fair	skin,	but	only	

minimal	erythema	on	previously	exposed	skin	(Diffey	et	al.	1997).	The	average	

Dane	receives	a	dose	of	1.5	SED	of	solar	UVR	daily	in	July	(Thieden	et	al.	2004).	

			The	measurement	of	radiation	doses,	termed	dosimetry,	serves	as	a	means	of	

ensuring	 the	 consistent	 administration	 of	 UVR,	 the	 assessment	 of	 UVR	

exposures	gained	in	the	course	of	different	activities,	and	for	the	publication	of	

results	 and	 their	 comparison	 between	 research	 groups.	 The	 devices	 used	 to	

measure	 ambient	 UVR	 are	 known	 as	 radiometers.	 A	 radiometer	 used	 as	 a	

reference	monitor	has	to	be	stable,	so	as	to	provide	precise	and	reproducible	

data.	 If	 the	 measured	 data	 are	 to	 be	 published	 and	 compared	 between	
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laboratories	or	 research	 groups,	 the	 radiometer	used	has	 to	be	 accurate,	 i.e.	

calibrated	against	an	accepted	absolute	standard	(Diffey	2002).								

			There	are	different	kinds	of	radiometers	in	existence.	Spectroradiometers	can	

measure	spectral	power	distributions	and	irradiance,	and	have	to	be	calibrated	

over	the	wavelength	that	is	being	measured	using	standard	lamps.	Radiometers	

typically	 operate	 in	 the	 200–1600	 nm	 range	 and	 are	 capable	 of	 scanning	

wavelengths	at	a	speed	of	0.1–2	nm	per	second	(Diffey	2002).	

			Narrowband	 radiometers	 are	 used	 for	 measuring	 a	 narrower	 spectrum	 of	

radiation,	for	example	280–315	nm,	with	no	response	to	wavelengths	outside	

that	range.	The	method	provides	data	on	the	total	power	received	by	the	sensor	

in	the	range	concerned,	but	no	information	is	provided	on	the	power	distribution	

spectrum.	 For	 that	 reason,	 narrowband	 radiometers	 have	 to	 be	 calibrated	

spectroradiometrically	for	the	type	of	UVR	source	being	measured.	Narrowband	

radiometers	are	typically	used	to	measure	UVR	from	the	sky,	and	thus	the	sensor	

is	 often	 a	 hemisphere,	 and	 is	 not	 collimated.	 The	 sensor	 must	 be	 cosine-

weighted	to	cope	with	variation	in	the	angle	of	the	incoming	radiation	(Diffey	

2002).	

			Broadband	radiometers	respond	to	all	optical	wavelengths.	One	example	of	a	

broadband	 radiometer	 is	 the	 Robertson-Berger	 UVR	 meter,	 the	 spectral	

response	of	which	corresponds	to	 the	erythemal	action	spectrum.	This	meter	

was	introduced	by	Berger	in	1976	(Robertson	1968,	Berger	1976).	A	Robertson-

Berger	meter	encompassing	a	hemispheric	sensor	and	cosine	weighting	can	be	

used	 to	measure	 ambient	 UVR	 in	 the	 sky.	 Both	 narrowband	 and	 broadband	

radiometers	measure	UVR	continuously	and	save	the	data	at	short	intervals,	e.g.	

every	ten	minutes	on	the	case	of	a	Robertson-Berger	meter	(Diffey	2002,	di	Sarra	

et	al.	2002).	
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			To	measure	the	amount	of	UVR	actually	received	by	a	subject,	personal	UVR	

dosimeters	 have	 been	 developed	 and	 have	 been	 in	 use	 since	 the	 1970s.	

Nowadays	there	are	chemical,	biological	and	electronic	dosimeters,	the	mostly	

common	 chemical	 dosimeters	 being	 those	 that	 use	 polysulphone	 and	

polyphenylene	oxide	(Davis	et	al.	1976),	which	have	maintained	their	suitability	

because	they	are	economical	and	simple	(Amar	and	Parisi	2013).	The	spectral	

sensitivity	 of	 a	 polysulphone	 dosimeter	 is	 close	 to	 the	 erythema	 action	

spectrum,	and	measurements	of	solar	UVB	with	polysulphone	films	have	been	

found	 to	 correlate	 closely	 with	 spectroradiometric	 measurements	 (R2>	 0.95)	

(Kollias	et	al.	2003).	The	maximum	UVR	measurement	times	of	polysulphone	and	

polyphenylene	oxide	films	are	typically	8	hours	and	5	days,	respectively,	which	

can	limit	their	use,	but	recently	a	polyvinyl	chloride-based	dosimeter	has	been	

developed	which	can	measure	doses	linearly	up	to	900	SED,	corresponding	to	an	

UVR	exposure	of	3	weeks	at	a	subtropical	 location	during	summer	(Amar	and	

Parisi	2013).	

			Biological	 dosimeters	 are	 based	 on	 UV-induced	 DNA	 damage.	 Validated	

biological	dosimeters	 include	Bacillus	subtilis	spore	films,	polycrystalline	uracil	

and	 DNA-virus	 called	 bacteriophage	 T7	 (Berces	 et	 al.	 1999).	 The	 spectral	

response	of	B.	subtilis	dosimeter	equipped	with	a	cut-off	filter	is	similar	to	the	

erythema	action	spectrum	 in	human	skin	after	UVB	exposure	 (Quintern	et	al.	

1992,	Quintern	et	al.	1997).	These	dosimeters	can	detect	a	dose	ranging	from	

0.5	 to	360	SED	 (www.biosense.de,	Biosense,	Bornheim,	Germany).	Spore	 film	

dosimeters	have	been	found	feasible	for	UVR	dose	monitoring	in	practice,	and	

the	measured	data	correlates	strongly	with	UV	exposure	diary	data	(Vähävihu	et	

al.	2010b).	Vitamin	D	can	also	be	used	as	a	dosimeter,	but	this	method	provides	

the	previtamin	D3	weighted	UVR	dose	rather	than	the	erythema-weighted	dose	

(Galkin	 and	 Terenetskaya	 1999).	 These	 doses	 are	 different,	 because	 of	 the	
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different	action	spectra	for	erythema	and	previtamin	D3	(CIE	1999,	Boullion	et	

al.	2006).	Contrary	to	chemical	and	biological	dosimeters,	electronic	dosimeters	

such	 as	 the	 SunSaver,	 can	 provide	 time	 stamped	 data,	which	 is	 useful	when	

assessing	 compliance	 in	 observational	 studies.	 SunSaver	 has	 a	 silicon	 carbide	

photodiode	sensor	with	a	built-in	diffuser	and	a	cosine	response	following	the	

CIE	erythema	action	spectrum.	The	measurement	range	is	0.1–23.0	SED	per	hour	

(CIE	1999,	Thieden	et	al.	2004).	

			Personal	dosimeter	exposure	levels	can	vary	greatly	depending	on	the	outdoor	

activity.	Exposures	measured	by	polysulphone	films	can	range	from	9%	to	71%	

of	 ambient	UVR	with	 highest	 doses	 acquired	 during	 sunbathing,	 boating	 and	

swimming	 at	 the	 ocean	 (Holman	 et	 al.	 1983).	 The	 top	 of	 the	 head	 receives	

typically	 the	 highest	 UVR	 doses,	 50%	 of	 the	 ambient	 UVR.	 Despite	 with	

considerable	individual	variation,	Thieden	et	al.	(2000)	found	that,	on	average,	

the	wrist	 can	 receive	 the	 same	 dose	 as	 the	 head,	 and	 thus	 the	wrist	 can	 be	

suggested	as	a	dosimeter	site	for	research	purposes.	
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5.2 Vitamin D 

5.2.1 Historical background of vitamin D 
	
	

The	first	description	of	the	bone	deforming	disease	rickets	was	drawn	up	in	the	

17th	century	(Rajakumar	et	al.	2007),	and	its	association	with	a	lack	of	sunlight	

was	recognized	in	1822,	but	the	usefulness	of	the	UVB	radiation	emitted	by	a	

mercury	vapour	lamp	for	treating	rickets	was	not	observed	until	1919.	The	first	

scientific	 definition	 of	 rickets	 as	 a	 nutritional	 deficiency-related	 disease	 was	

published	by	Edward	Mellanby	in	1918	(Rajakumar	et	al.	2007).	The	vitamin	D	

precursor	substrate	was	searched	for	 in	plant	sources	and	finally	 identified	as	

ergosterol	 by	 three	 research	 groups	 simultaneously	 in	 1931	 (Wolf	 2004),	

although	a	certain	discrepancy	remained,	as	animal	organisms	 lack	ergosterol	

and	can	still	produce	vitamin	D	from	sunlight.	Finally,	7-dehydrocholesterol	was	

isolated	from	hog	skin	in	1937	by	Windaus	and	Bock	and	its	irradiation	product	

was	 named	 cholecalciferol	 (Wolf	 2004).	 The	 exact	 reaction	 steps	 from	 7-

dehydrocholesterol	to	cholecalciferol	were	reported	by	Holick	et	al.	in	1980.	

			In	the	1930s	a	US	government	agency	provided	recommendations	for	sensible	

sunlight	exposure	to	prevent	childhood	rickets	(Holick	and	Chen	2008).		Vitamin	

D-fortified	milk	was	used	to	prevent	rickets	in	the	US	and	Europe	in	the	1930s,	

but	several	cases	of	severe	hypercalcaemia	in	Great	Britain	in	the	1950s	due	to	

overfortification	led	to	the	banning	of	fortification	practices	over	most	of	Europe	

(Holick	and	Chen	2008).	Children	in	Finland,	however,	have	been	continuously	

receiving	 vitamin	 D	 supplementation	 since	 the	 1930s.	 National	

recommendations	for	the	vitamin	D	fortification	of	milk,	margarines	and	spreads	

were	laid	down	in	2003	(Lehtonen-Veromaa	et	al.	2008).	
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5.2.2 Photosynthesis, dietary sources and metabolism 
	
	

The	 vitamin	 D	 sources	 available	 to	 humans	 are	 UVR-induced	 cutaneous	

photosynthesis,	 vitamin	 D-rich	 food	 and	 supplements.	 Cutaneous	 vitamin	 D	

synthesis	 normally	 contributes	 more	 than	 90%	 of	 the	 total	 S-25(OH)D	

concentration	(Reichrath	2006).	Solar	UVB	radiation	(290–315	nm)	penetrates	

the	skin	and	converts	7-dehydrocholesterol	to	pre-vitamin	D3	(Holick	2007)	with	

a	 maximum	 spectral	 effectiveness	 at	 about	 297	 nm	 (Holick	 et	 al.	 1980,	

MacLaughlin	et	al.	1982).	The	formation	of	pre-vitamin	D3	in	fair	skin	reaches	a	

plateau	after	15	min	of	exposure	to	equatorial	UVR	at	noon,	all	the	surplus	being	

isomerized	 to	 biologically	 inactive	 lumisterol	 and	 tachysterol	 (Holick	 1981,	

MacLaughlin	et	al.	1982).	Pre-vitamin	D3	then	undergoes	heat	isomerization,	in	

which	 50%	 of	 it	 is	 converted	 to	 vitamin	 D3,	 i.e.	 cholecalciferol,	 in	 2.5	 hours,	

reaching	an	equilibrium	in	24	hours	(Tian	et	al.	1993).	

			Only	 a	 few	 foods	 contain	 vitamin	 D,	 which	 comprises	 both	 vitamin	 D2	

(ergocalciferol)	 and	 D3	 (cholecalciferol).	 Vitamin	 D2	 is	 manufactured	 by	 UV	

irradiating	the	ergosterol	present	in	yeast,	and	vitamin	D3	by	UV	irradiating	the	

7-dehydrocholesterol	found	in	lanolin	(Holick	2007).	Both	end	products	are	sold	

as	 vitamin	 D	 supplements	 in	 Finland.	 Even	 though	 plants,	 yeasts	 and	 fungi	

contain	ergosterol	naturally,	they	are	poor	sources	of	vitamin	D	unless	irradiated	

(Lehmann	and	Meurer	2010).	Significant	dietary	vitamin	D3	sources	include	oily	

fish	(i.e.	salmon,	sardines,	bluefish,	mackerel	and	herring),	 fish	 liver,	oils	 from	

fish,	mushrooms	and	egg	yolk	(Holick	2007,	Lehmann	and	Meurer	2010).	

			Vitamin	 D	 (D2	 or	 D3)	 synthetized	 in	 the	 skin	 or	 acquired	 from	 the	 diet	 is	

hydroxylated	 in	 the	 liver	 to	 25(OH)D,	 the	 best	 indicator	 of	 vitamin	 D	 status	

(Holick	1981),	with	a	half-life	of	about	15	days	(Jones	2008).	The	hydroxylating	
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enzyme	is	vitamin	D-25-hydroxylase	(25-hydroxylase,	CYP27A1)	(Lehmann	and	

Meurer	 2010).	 Even	 when	 supplies	 of	 vitamin	 D	 are	 high,	 an	 effective	

homeostatic	 control	 system	 functions	up	 to	a	 certain	 limit	 to	ensure	a	 stable	

availability	 of	 25(OH)D	 in	 order	 to	maintain	 its	 serum	 concentration	within	 a	

narrow	 range	 between	 75–220	 nmol	 L-1	 (Vieth	 1999).	 The	 points	 where	 this	

regulation	 takes	 place	 include	 i)	 the	 liver	 concentration	 of	 25-hydroxylase	

(Bhattacharyya	and	DeLuca	1973)	and	ii)	catabolism	of	25(OH)D	to	breakdown	

products	 in	the	 liver	(Clements	et	al.	1987)	and	 in	other	tissues	(Tomon	et	al.	

1990).	Most	laboratories	consider	serum	levels	of	50–250	nmol	L-1	to	be	normal	

(Holick	2007).	

			25(OH)D	is	hydroxylated	in	the	kidneys	to	its	hormonally	active	form,	1α,25-

dihydroxyvitamin	 D	 [1,25(OH)2D]	 by	 the	 enzyme	 25-hydroxyvitamin	 D-1α-

hydroxylase	(1α-hydroxylase,	CYP27B1).	This	hydroxylation	is	regulated	mainly	

by	parathyroid	hormone,	but	also	by	calcium,	phosphate,	calcitonin,	fibroblast	

growth	 factor	 23	 and	 a	 self-regulation	mechanism.	 1,25(OH)2D	 has	 biological	

effects	in	vitamin	D	receptor-positive	target	tissues	such	as	the	kidneys,	bone,	

intestine	and	parathyroid	gland	(Lehmann	and	Meurer	2010).	

			The	key	role	of	1,25(OH)2D	is	to	optimize	the	serum	calcium	level	for	metabolic	

functions,	 signal	 transduction	 and	 neuromuscular	 activity.	 It	 regulates	 the	

intestinal	calcium	uptake	and	in	the	case	of	hypocalcaemia	induces	osteoclasts	

to	mobilize	calcium	from	the	bones	(Holick	and	Chen	2008).	The	serum	levels	of	

1,25(OH)2D	are	in	the	range	75–200	pmol	L-1	and	have	a	half-life	of	10–24	hours	

(Lehmann	and	Meurer	2010).	Several	extrarenal	tissues	such	as	macrophages,	

the	brain,	the	colon,	the	prostate	and	the	breast	have	enzymatic	properties	with	

respect	to	1,25(OH)2D	synthesis	(Holick	and	Chen	2008).	Keratinocytes	express	

both	25-hydroxylase	and	1α-hydroxylase	activity,	and	cutaneous	production	of	

1,25(OH)2D	is	thought	to	exert	autocrine	effects	on	keratinocytes	and	paracrine	
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effects	on	neighbouring	cells.	This	could	be	one	of	the	therapeutic	links	between	

UVB	radiation	and	psoriasis	(Lehmann	and	Meurer	2010).	

			Both	 heliotherapy	 (HT)	 and	 artificial	 UVB	 treatment	 raise	 S-25(OH)D	 levels.	

Heliotherapy	has	 been	 shown	 to	 do	 so	 by	 13–57	nmol	 L-1,	 depending	 on	 the	

season,	from	a	baseline	level	of	43–57	nmol	L-1	and	artificial	UVB	by	9–91	nmol	

L-1	 from	 a	 baseline	 of	 19–87	 nmol	 L-1	 depending	 on	 the	 exposure	 modality,	

cumulative	 dose	 and	 irradiated	 skin	 area.	 BB-UVB	 has	 proved	 to	 be	 more	

effective	in	raising	S-25(OH)D	than	NB-UVB,	and	NB-UVB	more	effective	than	20	

or	40	µg	oral	cholecalciferol	daily	(Table	I)	

	

Table	I.	List	of	studies	of	the	effects	of	heliotherapy	and	artificial	UVB	exposure	

on	S-25(OH)D	concentrations.	

	

	

	

Subjects 

Mean 
baseline 
S-25(OH)D 
(nmol L-1) 

Alterations of 
mean S-
25(OH)D, 
(nmol L-1) 

Intervention type and 
mean number of exposures 

UVB dose, 
mean 
(SED) 

Author 

Atopic dermatitis 43 
42 

13 
24 

Heliotherapy January 
Heliotherapy March 

60 
109 Vähävihu 2008 

Psoriasis 57 47 Heliotherapy March 166 Osmancevic 2009a 

Psoriasis 92 57 23 BB-UVB exposures N.D. Osmancevic 2007 

Psoriasis 95 
87 

79 
51 

27 BB-UVB exposures 
28 NB-UVB exposures 

N.D. 
N.D. Osmancevic 2009b 

Psoriasis 
Atopic dermatitis 
Healthy subjects 

37 
32 
61 

60 
68 
91 

15 NB-UVB exposures 72 Vähävihu 2010a 

Healthy subjects 53 
54 

41 
20 

12 NB-UVB exposures 
Oral cholecalciferol 20 µg 

48 
 Ala-Houhala 2012a 

Healthy subjects 19 
23 

56 
37 

18 NB-UVB exposures 
Oral cholecalciferol 40 µg 

53 
 Bogh 2012a 

Healthy subjects 51 
54 

20 
25 

10 UVB exposures 
Oral cholecalciferol 50 µg 

23.8 
 Lagunova 2013 

Dialysis patients 
Healthy subjects 

33 
60 

14 
9 

9 NB-UVB exposures on 
25% of body surface area 15 Ala-Houhala 2012b 

Dialysis patients 
Healthy subjects 

58 
74 

14 
17 

Oral cholecalciferol 20 µg + 
9 NB-UVB exposures 26 Ala-Houhala 2013 
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Vähävihu	 et	 al.	 (2010c)	 studied	 the	 ability	 of	 different	 skin	 areas	 to	

photosynthesize	 vitamin	 D.	 They	 gave	 women	 NB-UVB	 exposures	 for	 seven	

consecutive	 days	 in	 winter,	 totalling	 13	 SED,	 and	 showed	 that	 total	 body	

irradiations	raised	S-25(OH)D	by	11.4	nmol	L-1	and	irradiating	the	face	and	arms,	

i.e.	25%	of	total	skin	area,	was	almost	as	effective,	with	an	increase	of	11.0	nmol	

L-1.	 Osmancevic	 et	 al.	 (2015)	 gave	 suberythemal	 BB-UVB	 exposures	 for	 3	

consecutive	days	on	the	face	and	hands	(5%	of	the	total	skin	area),	whole	body	

and	upper	body,	and	showed	 that	although	 the	exposure	of	 larger	 skin	areas	

resulted	in	greater	increases	in	S-25(OH)D	levels,	exposure	of	the	face	and	hands	

was	already	capable	of	increasing	these	levels	by	6.1	nmol	L-1.	Bogh	et	al.	(2011)	

exposed	6%,	12%	or	24%	of	the	total	skin	area	to	either	a	0.75,	1.5	or	3.0	SED	

dose	of	BB-UVB	 irradiation	on	nine	occasions	over	 a	period	of	 16	weeks	 and	

found	that	the	increase	in	25(OH)D	levels	was	mainly	dose-dependent,	except	

that	 at	 smaller	 BB-UVB	 doses	 the	 area	 of	 the	 irradiated	 surface	 was	 also	

important.	No	significant	relationship	with	body	surface	area	was	found	for	the	

higher	 BB-UVB	 doses	 of	 1.5	 and	 3.0	 SED	 because	 a	 state	 of	 saturation	 was	

reached.	They	also	showed	that	1	SED	exposures	to	BB-UVB	every	second	week	

are	capable	of	maintaining	S-25(OH)D	levels	during	the	winter.		

			The	Institute	of	Medicine	recommends	a	dietary	intake	of	vitamin	D	-	including	

supplements	of	15	µg	daily	for	people	aged	1-70	years	and	20	µg	daily	for	those	

older	 than	 70	 years	 (IOM	 2011).	 	 The	 Nordic	 Nutrition	 Recommendations	

(NORDEN	 2012),	 and	 consequently	 the	 Finnish	 Nutrition	 Recommendations	

(National	Nutrition	Council	2014),	are	more	conservative,	suggesting	10	µg	for	

people	 aged	 under	 75	 years,	 20	 µg	 for	 those	 older	 than	 75,	 and	 10	 µg	 for	

pregnant	 and	 breastfeeding	 women.	 The	 recommendations	 are	 based	 on	 a	

review	 by	 Lamberg-Allardt	 et	 al.	 (2013),	 where	 conclusive	 and	 convincing	

evidence	for	the	benefits	of	vitamin	D	was	found	only	in	terms	of	bone	health	
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and	total	mortality.	A	concentration	of	≥	50	nmol	L-1	was	considered	optimal,	

and	 to	 reach	 that	 in	 97.5%	 of	 individuals,	 a	 vitamin	 D	 intake	 of	 15	 µg/d	 is	

warranted.	The	 recommended	 intake	of	10	µg/d	ensures	adequacy	 in	50%	of	

individuals	 with	 limited	 sun	 exposure	 during	 the	 summer,	 but	 vitamin	 D	 is	

typically	 stored	up	during	 the	summertime	 (Lamberg-Allardt	et	al.	2013).	The	

amount	 of	 outdoor	 activity	 and	 the	 level	 of	 7-dehydrocholesterol	 in	 the	 skin	

usually	 decline	 with	 age,	 which	 is	 the	 reason	 for	 the	 higher	 intake	

recommendation	for	people	older	than	75	years	(Lamberg-Allardt	et	al.	2013).	

			National	surveys	suggest	that	actual	dietary	intakes	of	vitamin	D	in	Europe	are	

typically	 below	 5	 µg/d.	 They	 vary	 somewhat,	 however,	 according	 to	 national	

fortification	practices,	age,	gender	and	the	use	of	vitamin	D	supplements,	the	

last	 being	 most	 important	 (Kiely	 and	 Black	 2012).	 Due	 to	 the	 gap	 between	

vitamin	 D	 intake	 and	 the	 recommendations,	 many	 countries	 allow	 the	

fortification	of	vitamin	D	in	foods.	In	the	USA	this	is	optional,	but	milk,	cheese,	

juice,	yogurt,	cereals,	noodles	and	rice	can	be	fortified,	for	example.	In	Canada	

liquid	 milk	 fortification	 is	 mandatory	 (Calvo	 and	 Whiting	 2013).	 In	 Finland,	

margarines	 have	 been	 fortified	 since	 1941	 and	 fat-free	milk	 since	 the	 1980s	

(Valtion	ravitsemusneuvottelukunnan	historiikki).	In	2002	the	fortification	policy	

was	 reviewed	by	 an	expert	meeting	due	 to	 the	high	prevalence	of	 vitamin	D	

deficiency	 in	peripubertal	girls	 in	winter	 (Lehtonen-Veromaa	et	al.	2002),	and	

the	committee	decided	to	fortify	milk,	sour	milk	and	yogurt	with	0.5	µg/100	g	of	

vitamin	D	and	increase	the	fortification	of	margarine	and	spreads	from	7.5	µg	to	

10	 µg/100	 g	 (Tylavsky	 et	 al.	 2006).	 The	Ministry	 of	 Social	 Affairs	 and	 Health	

agreed	to	the	new	recommendations,	which	came	into	force	in	February	2003,	

but	 even	 the	 new	 fortification	 policy	 failed	 to	 raise	 the	 vitamin	 D	 intake	 of	

adolescent	Finnish	 females	 to	7.5	µg/d,	which	was	 the	 recommended	dietary	

allowance	 at	 that	 time,	 and	 consequently	 65.5%	 of	 the	 subjects	 still	 had	 S-
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25(OH)D	<	50	nmol	L-1	(Lehtonen-Veromaa	et	al.	2008).	Wintertime	vitamin	D	

levels	 in	 young	 Finnish	 men	 did	 improve	 significantly,	 but	 still	 remained	

insufficient	(Laaksi	et	al.	2006,	Välimäki	et	al.	2007).	The	most	recent	national	

survey,	FINDIET	2012,	has	 finally	 shown,	 that	 the	 food	 fortification	policy	has	

succeeded	 in	 increasing	 the	 vitamin	 D	 intakes	 of	 Finnish	 men	 above	 the	

recommendations,	 to	 11	µg/d,	whereas	women	 received	 9	µg/d.	Men	 taking	

supplements	 received	 29	 µg/d	 and	 women	 25	 µg/d,	 clearly	 exceeding	 the	

recommendations	 (Helldan	 et	 al.	 2013).	 A	 recent	 review	 underlines	 food	

fortification	as	a	useful	way	of	improving	the	vitamin	D	status	of	a	population	

and	highlights	the	need	to	re-evaluate	food	fortification	practices	globally	as	well	

(Cashman	2015).	

			Although	vitamin	D	supplementation	has	resulted	 in	a	20-fold	 increase	 in	S-

25(OH)D	 levels	 above	 125	 nmol	 L-1	 in	 10	 years,	 vitamin	 D	 toxicity	 and	

hypercalcaemia	are	rare	events	(Dudenkov	et	al.	2015).	This	is	not	surprising,	as	

the	concentrations	of	both	25(OH)D	and	1,25(OH)2D	are	tightly	regulated	(Vieth	

1999,	Biancuzzo	et	al.	2013).	A	practical	demonstration	of	the	feedback	system	

is	the	dose-response	curve	between	vitamin	D	supplementation	and	S-25(OH)D	

concentration,	which	 follows	an	exponential	 curve	 in	healthy	non-insufficient	

subjects,	 with	 a	 plateau	 effect	 at	 higher	 doses.	 On	 average,	 the	 S-25(OH)D	

concentration	increases	by	0.48	nmol	L-1	per	1	µg	in	the	supplementation	range	

0–25	µg	per	day	and	by	0.04	nmol	L-1	per	1	µg	in	the	range	375–500	µg	per	day	

(Ekwaru	et	al.	2014).	Daily	vitamin	D	doses	of	more	than	1250	µg	raise	S-25(OH)D	

levels	to	over	375	nmol	L-1	(Holick	2007),	but	up	to	500	µg	can	be	taken	daily	

without	 signs	 of	 toxicity	 or	 elevation	 of	 S-25(OH)D	 levels	 over	 250	 nmol	 L-1	

(Ekwaru	 et	 al.	 2014),	 which	 is	 considered	 the	 upper	 limit	 of	 a	 normal	

concentration	 by	 the	 Institute	 of	Medicine,	 the	 Endocrine	 Society	 and	many	

laboratories	(Holick	2015).	Even	though	relatively	high	doses	of	vitamin	D	can	be	
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taken	without	 toxicity,	 the	 Institute	 of	Medicine	 has	 suggested	 a	 daily	 upper	

intake	level	of	100	µg	for	subjects	aged	nine	years	or	more,	a	dose	which	is	not	

likely	to	cause	any	adverse	effects	in	that	age	group	(IOM	2011).	

5.2.3 Vitamin D insufficiency and health 
	
	

Vitamin	D	insufficiency	

	

Vitamin	 D	 insufficiency	 is	 common	 world-wide	 (Wacker	 and	 Holick	 2013),	 in	

Europe	(Cashman	et	al.	2015)	and	in	all	the	Nordic	Countries	(Lamberg-Allardt	

et	al.	2013).	A	large	pooled–data	analysis	showed	that	an	average	of	13.0%	of	all	

Europeans	are	deficient	in	vitamin	D,	i.e.	they	have	S-25(OH)D	<	30	nmol	L-1	and	

40.4%	have	insufficient	vitamin	D	with	S-25(OH)D	<	50	nmol	L-1	(Cashman	et	al.	

2015).	 	Correspondingly,	Lamberg-Allardt	et	al.	(2001)	showed	that	S-25(OH)D	

levels	in	February	and	March	were	<	25	nmol	L-1	in	over	25%	of	a	cohort	of	328	

healthy	Finnish	volunteers,	while	Välimäki	et	al.	(2004)	reported	that	38.9%	of	

healthy	men	 recruited	 into	 the	 Finnish	Army	had	 S-25(OH)D	<	 20	nmol	 L-1	 in	

January	2001.	As	a	result	of	the	new	vitamin	D	fortification	policy	introduced	in	

2003,	wintertime	S-25(OH)D	levels	 in	young	military	conscripts	 increased,	and	

the	prevalence	of	values	<	40	nmol	L-1	decreased	from	78%	to	35%	(Laaksi	et	al.	

2006).	On	the	other	hand,	Välimäki	et	al.	(2007)	reported	that	there	were	still	

73.8%	of	 young	men	who	had	 January	S-25(OH)D	 levels	<	37.5	nmol	 L-1	 even	

under	the	new	fortification	policy,	and	Lehtonen-Veromaa	et	al.	(2008)	reported	

that	 65.5%	 of	 adolescent	 females	 had	 S-25(OH)D	 <	 50	 nmol	 L-1.	 Similarly,	

Vähävihu	et	al.	(2010c)	showed	that	77%	of	women	had	S-25(OH)D	<	50	nmol	L-

1	in	mid-winter.	
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			A	 recent	 Danish	 study	 showed	 that	 about	 90%	 of	 adolescent	 girls	 had	 S-

25(OH)D	levels	<	50	nmol	L-1	during	the	winter	and	20%	during	the	summer,	the	

respective	 findings	 for	 older	women	 being	 about	 50%	 and	 20%.	 The	 authors	

stated	that	a	summertime	S-25(OH)D	level	of	about	100	nmol	L-1	is	required	to	

avoid	vitamin	D	insufficiency	in	winter	(Andersen	et	al.	2013).	In	this	context,	an	

Icelandic	study	showed	that	adults	not	taking	vitamin	D	supplements,	including	

cod	liver	oil,	had	S-25(OH)D	levels	<	50	nmol	L-1	throughout	the	year	and	reached	

a	mean	high	of	45	nmol	 L-1	during	 the	summer	 (Steingrimsdottir	et	al.	2005).	

Adequate	S-25(OH)D	levels	were	reported	at	a	high	latitude	(63°N)	in	a	recent	

Swedish	study,	where	79.2%	of	the	subjects	were	sufficient	 in	vitamin	D.	This	

was	 thought	 to	 result	 from	 successful	 vitamin	 D	 supplementation	 and	 high	

consumption	 of	 fatty	 fish	 (Ramnemark	 et	 al.	 2015).	 Another	 Swedish	 study	

showed	that	50%	of	healthy	subjects	had	S-25(OH)D	<	50	nmol	L-1	for	50%	of	the	

year	(Klingberg	et	al.	2015).	The	lowest	S-25(OH)D	levels	in	subjects	living	at	high	

latitudes	are	consistently	measured	between	February	and	April	(Edvardsen	et	

al.	2007,	Brustad	et	al.	2007,	Datta	et	al.	2012,	Klingberg	et	al.	2015).	

	

Health	effects	of	vitamin	D	

	

Since	 90%	 of	 our	 vitamin	 D	 is	 produced	 through	 cutaneous	 photosynthesis	

(Reichrath	2006),	 subjects	who	 fail	 to	 expose	 their	 skin	 to	 sun	on	account	of	

illness	or	frailty	run	a	risk	of	vitamin	D	deficiency,	the	classical	manifestation	of	

which	is	osteomalacia,	the	failure	to	mineralize	newly-formed	bone	(Elder	and	

Bishop	2014).	Osteomalacia	in	children	is	known	as	rickets,	the	aetiological	role	

of	 vitamin	 D	 deficiency	 in	 the	 development	 of	 which	 had	 already	 been	

established	in	the	early	twentieth	century	(Rajakumar	et	al.	2007).	Strong	clinical	

evidence	exists	 for	 the	use	of	vitamin	D	 to	 treat	and	prevent	osteomalacia	 in	
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both	adults	and	children	(Elder	and	Bishop	2014).	The	agreed	cut-off	point,	at	

which	 the	 likelihood	of	 rickets	 increases	 in	 the	UK	 is	S-25(OH)D	<	25	nmol	L-1	

(Elder	and	Bishop	2014).		

			The	 increased	 availability	 of	 assays	 for	 S-25(OH)D	 has	 resulted	 in	 its	

measurement	 in	 connection	 with	 several	 other	 health	 conditions,	 and	

consequently	low	levels	have	been	reported	to	co-exist	with	certain	of	these,	as	

reviewed	by	Reid	(2016).	The	most	obvious	explanation	is	that	subjects	who	are	

unwell	for	a	physical	or	psychological	reason	spend	less	time	in	outdoor	physical	

activities,	which	can	provide	an	association	with	vitamin	D	insufficiency	without	

any	true	causality	(Reid	2016).	

			As	a	 fat-soluble	hormone,	vitamin	D	 is	volumetrically	diluted	 in	 the	adipose	

tissue	and	 thus	S-25(OH)D	 levels	are	 reduced	 in	obese	subjects	 (Drincic	et	al.	

2012).	A	recent	systematic	review	and	metaregression	analysis	showed	that	a	

weight	loss	of	10	kg	will	result	in	an	S-25(OH)D	increase	of	6.4	nmol	L-1,	whereas	

a	10	kg	loss	of	fat	mass	will	result	in	an	increase	of	10.5	nmol	L-1.	The	authors	

also	 stated	 that	 the	 increase	 in	 S-25(OH)D	 levels	 would	 have	 been	 higher	 if	

volumetric	 dilution	 had	 been	 the	 only	mechanism	behind	 the	 low	 S-25(OH)D	

levels.	Thus,	a	sequestration	effect	and	the	degradation	of	25(OH)D	to	inactive	

metabolites	could	not	be	excluded	(Pannu	et	al.	2016).	There	is	strong	evidence	

that	vitamin	D	insufficiency	is	a	consequence	of	obesity	rather	than	a	cause,	as	

vitamin	D	 supplementation	does	not	 reduce	 adiposity	 (Pathak	et	 al.	 2014).	A	

recent	Mendelian	randomization	study	has	shown	that	low	S-25(OH)D	levels	are	

not	genetically	associated	with	an	increased	risk	of	type	2	diabetes,	suggesting	

no	causal	relationship	(Ye	et	al.	2015).	

			Because	of	volumetric	dilution,	low	S-25(OH)D	levels	can	be	seen	in	conditions	

associated	with	obesity	such	as	type	2	diabetes,	hypertension,	chronic	kidney	

disease	and	cardiovascular	disease	(Nakashima	et	al.	2016).	To	date	vitamin	D	
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supplementation	has	 not	 been	 shown	 to	 improve	 glycaemic	 control	 or	 lower	

insulin	resistance	in	patients	with	type	2	diabetes,	while	evaluations	of	vitamin	

D	supplementation	in	cases	of	chronic	kidney	disease	have	pointed	to	conflicting	

results	 or	 no	 effects	 at	 all,	 and	 further	 studies	 are	 warranted	 to	 assess	 the	

improvement	 in	 terms	 of	 hard	 end	 points	 (Nakashima	 et	 al.	 2016).	 A	 recent	

systematic	review	by	Papandreou	and	Hamid	(2015)	concludes	that	vitamin	D	

status	in	the	‘sufficient’	range	entails	no	harm	in	the	case	of	diabetes	patients,	

and	 that	 vitamin	D	consumption	within	 the	normal	 range	may	be	 considered	

beneficial.	As	regards	cardiovascular	disease,	the	effect	of	vitamin	D	on	stroke	

risk,	blood	pressure,	 arterial	 stiffness	and	 carotid	 intima	and	media	 thickness	

provided	equivocal	results,	as	reviewed	by	Papandreau	and	Hamid	(2015).	

			A	trial	sequential	meta-analysis	recently	performed	to	investigate	the	effect	of	

vitamin	 D	 supplementation,	 with	 or	 without	 calcium,	 on	 the	 risk	 of	

cerebrovascular	diseases,	 cancer,	 total	 fracture,	hip	 fracture	and	mortality,	 in	

which	a	risk	reduction	threshold	of	5%	was	used	for	mortality	and	15%	for	the	

other	end	points,	 indicated	on	the	basis	of	 its	pooled	analyses	that	vitamin	D	

supplementation	could	not	provide	a	risk	reduction	greater	than	the	threshold	

in	terms	of	any	of	the	end	points.	Vitamin	D	supplementation	with	calcium	was	

shown	to	 reduce	 the	 incidence	of	hip	 fracture	by	16%,	but	 the	benefits	were	

restricted	 to	 elderly	 institutionalized	 patients	 with	 low	 baseline	 S-25(OH)D	

concentrations	 and	 calcium	 intakes	 and	 signs	 of	 secondary	

hyperparathyreoidism.	The	total	risk	of	a	fracture	and	the	risk	of	a	hip	fracture	

were	not	reduced	in	community-dwellers	(Bolland	et	al.	2014a).	Snellman	et	al.	

(2014)	followed	61	433	middle-aged	and	elderly	Swedish	women	for	19	years	

and	found	no	correlation	between	vitamin	D	intake,	the	first	fracture	event,	a	

hip	 fracture	 or	 osteoporosis.	 The	 authors	 stated	 that	 theoretically	 too	 few	

women	might	have	had	a	dietary	vitamin	D	intake	low	enough	to	influence	their	
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fracture	 risk.	 The	 patients	 were	 mostly	 vitamin	 D	 sufficient,	 as	 the	 mean	 S-

25(OH)D	level	was	52.9	nmol	L-1	even	in	the	lowest	vitamin	D	intake	quintile	(<	

2.5	µg/d)	(Snellman	et	al.	2014).	

			In	agreement	with	Bolland	et	al.	(2014a),	vitamin	D	supplementation	has	not	

been	shown	to	reduce	the	risk	of	developing	breast	cancer	(Sperati	et	al.	2013),	

nor	has	vitamin	D	receptor	polymorphism	been	linked	to	an	increased	risk	(Lu	et	

al.	2016).	Neither	has	vitamin	D	status	been	seen	to	play	a	causal	role	in	disease	

progression	or	mortality	in	prostate	cancer	patients	(Trummer	et	al.	2016).	On	

the	other	hand,	vitamin	D	receptor	gene	polymorphism	has	been	linked	to	an	

increased	melanoma	 risk	 (Zeljic	 et	 al.	 2014)	 and	 vitamin	 D	 deficiency	 at	 the	

diagnosis	of	melanoma	has	been	shown	to	be	associated	with	higher	Breslow	

thickness	(Wyatt	et	al.	2015).	

			The	Nordic	Nutrient	Recommendations	for	vitamin	D	intake	in	the	elderly	are	

based	on	its	convincing	protective	effect	on	bone	health	and	total	mortality,	and	

its	potentially	protective	effect	on	the	risk	of	falling	(NORDEN	2012).	While	the	

benefits	of	vitamin	D	supplementation	in	preventing	osteomalacia	are	clear,	the	

protective	effects	on	total	mortality	and	the	risk	of	falling	require	verification	in	

a	 large	body	of	pooled	data.	 Several	meta-analyses	of	 randomized	controlled	

trials	have	been	performed	to	demonstrate	the	reduction	in	total	mortality.	In	a	

Cochrane	meta-analysis	of	56	trials	in	which	the	majority	of	the	subjects	were	

older	women	and	 the	mean	duration	of	 treatment	was	 4.4	 years,	 vitamin	D3	

supplementation	reduced	the	total	mortality	by	6%.	It	was	calculated	that	150	

individuals	have	to	be	treated	for	over	5	years	to	prevent	one	death	(Bjelakovic	

et	al.	2014).	The	analysis	by	Rejnmark	et	al.	(2012)	found	that	vitamin	D	with	or	

without	calcium	reduced	the	total	mortality	by	7%,	but	vitamin	D	alone	did	not	

show	any	protective	effect.	A	traditional	meta-analysis	by	Bolland	et	al.	(2014a)	

demonstrated	a	4%	decrease	in	the	total	mortality	risk,	but	the	trial	sequential	
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meta-analysis	 suggested	 that	 there	 remained	 some	uncertainty	 regarding	 the	

significance	of	the	finding.	

			Concerning	the	risk	of	falls,	the	most	comprehensive	meta-analysis,	including	

20	randomised	controlled	trials	and	29535	subjects,	has	been	that	performed	by	

Bolland	et	al.	 (2014b).	Here	 their	 traditional	meta-analysis	 found	no	effect	of	

vitamin	D	supplementation	on	the	risk	of	falls,	with	or	without	calcium,	and	the	

trial	 sequential	 analysis	 provided	 reliable	 evidence	 that	 vitamin	 D	

supplementation	does	not	alter	the	relative	risk	of	falls	by	as	much	as	15%.	The	

analysis	was	repeated	using	a	risk	reduction	threshold	of	10%,	with	no	change	

in	the	results.	Most	trials	included	in	the	analyses	had	baseline	S-25(OH)D	levels	

below	 50	 nmol	 L-1,	 and	 most	 had	 achieved	 levels	 greater	 than	 50	 nmol	 L-1	

following	supplementation.	The	authors	concluded	that	further	clinical	trials	to	

determine	the	effect	of	vitamin	D	supplements	on	falls	are	difficult	to	justify,	but	

adults	 at	 risk	 of	 osteomalacia	 should	 in	 any	 case	 be	 treated	 with	 vitamin	 D	

supplements.	Uusi-Rasi	et	al.	 (2015)	 recently	determined	 the	effectiveness	of	

exercise	 training	 and	 vitamin	 D	 in	 home-dwelling	 women	 aged	 70–80	 years.	

Neither	vitamin	D	supplementation	nor	exercise	affected	the	rate	of	falling,	but	

the	hazard	ratio	for	an	injurious	fall	decreased	in	the	exercise	group.	

			Vitamin	 D	 supplementation	 has	 recently	 been	 shown	 to	 raise	 vitamin	 D	

receptor	gene	expression	in	human	muscle	tissue	biopsies	(Pojednic	et	al.	2016).	

In	a	review	by	Tomlinson	et	al.	(2015)	vitamin	D	supplementation	ranging	from	

100	µg	per	day	 to	1500	µg	per	week	and	 lasting	 for	periods	of	 4	weeks	 to	6	

months	was	shown	to	improve	muscle	strength	in	healthy	adults	aged	18	to	40	

years.	

			The	role	of	vitamin	D	in	neurological	conditions	has	recently	been	reviewed	by	

Mpandzou	et	al.	 (2016).	Vitamin	D	has	an	 immunomodulatory	 role	due	 to	 its	

anti-inflammatory	 and	 anti-autoimmune	 actions.	 In	 the	 nervous	 system,	 it	 is	
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involved	 in	 the	 regulation	of	 calcium-mediated	neuronal	excitotoxicity,	 in	 the	

reduction	of	oxidative	stress	and	in	the	induction	of	synaptic	structural	proteins,	

neurotrophic	 factors	 and	 deficient	 neurotransmitters,	 and	 its	 deficiency	 has	

been	 shown	 to	 be	 associated	 with	 multiple	 sclerosis,	 amyotrophic	 lateral	

sclerosis,	Parkinson’s	disease	and	Alzheimer’s	disease	(Mpandzou	et	al.	2016).	

Randomized	controlled	trials	would	now	be	required	to	show	a	true	causal	link.	

Such	a	trial	was	performed	on	multiple	sclerosis	patients	by	Åivo	et	al.	(2012),	

who	reported	a	reduction	in	the	number	of	T1	enhancing	lesions	and	slower	T2	

enhancing	 lesion	 growth	 in	 the	 vitamin	 D	 supplementation	 group.	 Clinical	

improvement	 scales	also	 favoured	 this	group.	The	sample	 size	was	 too	small,	

however,	to	allow	assessment	of	the	impact	of	vitamin	D	on	clinical	measures	of	

disease	activity,	progression,	and	 function	 (Åivo	et	al.	2012).	As	 for	 the	other	

neurological	disorders	mentioned	previously,	no	causal	link	has	yet	been	shown	

(Mpandzou	et	al.	2016).	

			In	 a	 review	 by	 Li	 et	 al.	 (2014)	 covering	 six	 randomized	 controlled	 trials,	 no	

effect	of	vitamin	D	supplementation	on	depression	scores	was	found.	A	meta-

analysis	 by	 Spedding	 (2014)	 found	 significant	 improvements	 in	 depression	

scores	following	vitamin	D	supplementation,	and	supplements	of	≥	20	µg	daily	

were	considered	beneficial	in	studies	that	showed	a	change	in	vitamin	D	levels	

and	compared	this	effect	with	that	of	anti-depressant	medication.	In	the	meta-

analysis	of	Gowda	et	al	(2015),	which	included	nine	trials	with	a	total	of	4923	

participants,	 vitamin	 D	 supplementation	was	 not	 shown	 to	 affect	 depression	

scores,	but	most	of	the	subjects	had	sufficient	vitamin	D,	accompanied	by	mild	

depression.	 It	 was	 concluded	 that	 further	 trials	 using	 depressed	 vitamin	 D-

deficient	individuals	were	warranted.	

			The	effect	of	vitamin	D	intake	during	early	life	on	the	risk	of	developing	type	1	

diabetes	was	 assessed	 in	 a	meta-analysis	 by	Dong	 et	 al.	 (2013)	 covering	 two	
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cohort	studies	and	six	case-control	studies,	and	the	effects	of	maternal	vitamin	

D	 intake	were	also	assessed	through	two	cohort	studies	and	one	case-control	

study.	The	pooled	odds	ratio	for	type	1	diabetes	was	0.71	 in	 infants	receiving	

supplementation	as	 compared	with	 those	not	doing	 so.	 The	 cohort	 subgroup	

analysis	 nevertheless	 failed	 to	 confirm	 the	 results.	 No	 association	 between	

maternal	 vitamin	D	 intake	 and	 a	 risk	 of	 type	 1	 diabetes	 in	 the	 offspring	was	

found.	Thus,	no	causal	 link	could	be	confirmed	between	vitamin	D	 intake	and	

type	1	diabetes.	

			Some	studies	have	suggested	that	vitamin	D	supplementation	may	reduce	the	

risk	of	respiratory	tract	infections	in	young	healthy	adults	and	adolescents,	but	

inconsistency	 remains	 between	 the	 results	 with	 regard	 to	 other	 infectious	

diseases	(Kearns	et	al.	2015).	

5.2.4 25(OH)D measurement techniques and target groups 
	
	
Circulating	25(OH)D	is	the	best	indicator	of	vitamin	D	status	(Holick	1981).	Two	

metabolites	are	present,	25(OH)D3,	derived	mainly	from	photosynthesis	in	the	

skin,	and	25(OH)D2,	derived	from	plants	in	the	diet.	Both	can	also	be	present	due	

to	vitamin	D2	or	D3	supplementation	(Lehmann	and	Meurer	2010).	In	the	early	

1970s	 a	 method	 based	 on	 competitive	 protein	 binding	 was	 developed	 for	

measuring	25(OH)D	and	later	HPLC	became	available.	Radioimmunoassay	(RIA)	

was	developed	in	1985,	but	has	mostly	been	replaced	by	chemiluminescent	or	

enzyme	immunoassays	to	avoid	handling	radioactive	labels.	 Immunoassay	kits	

can	be	manual,	such	as	the	Immunodiagnostics	Systems	RIA	(Immunodiagnostics	

Systems	Ltd.,	Boldon,	UK),	or	automated,	such	as	the	electrochemiluminescent	
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immunoassay	 (ECLIA)	 Elecsys	Vitamin	D	Total	 (Roche	Diagnostics,	Mannheim,	

Germany).	

			Two	methods	 using	 direct	 non-immunological	 detection	 are	 available,	 high	

performance	 liquid	 chromatography	 (HPLC)	 and	 liquid	 chromatography/	

tandem	mass	spectrometry	(LC–MS/MS),	which	is	the	most	advanced	method	

and	is	able	to	differentiate	concentrations	of	25(OH)D2	and	25(OH)D3.	In	HPLC	a	

chromatographic	separation	is	followed	by	detection	methods	based	on	a	UVR	

or	 electrochemical	 detector.	 The	 procedure	 is	 called	 LC-MS/MS	 when	 mass	

detectors	are	being	used,	and	the	only	comparable	method	is	HPLC,	whereupon	

the	former	is	used	as	a	reference	method	(Roth	et	al.	2008,	Wallace	et	al.	2010,	

DEQAS	2014).	

			The	development	of	evidence-based	guidelines	has	largely	been	confounded	

by	the	widespread	variation	to	be	found	in	25(OH)D	measurements	(Sempos	et	

al.	2012).	To	increase	the	standardization	of	measurement	methods,	the	Vitamin	

D	Standardization	Program	was	established	in	2010	by	the	National	Institute	of	

Standards	 and	 Technology	 (NIST)	 (Gaithersburg,	 MD,	 USA)	 with	 the	 aim	 of	

establishing	 a	 reference	 procedure	 for	 25(OH)D	measurements	 and	 assisting	

investigators	 in	 calibrating	 past	 measurement	 data	 against	 the	 reference	

material	 provided	 by	 NIST.	 Isotope	 dilution	 LC-MS/MS	 was	 defined	 as	 the	

reference	(Simpson	et	al.	2015).	

			An	easier	and	less	costly	way	for	laboratories	to	increase	their	standardization	

of	25(OH)D	measurements	is	the	Vitamin	D	External	Quality	Assessment	Scheme	

(DEQAS),	which	 has	 been	monitoring	 25(OH)D	 assay	 performance	 since	 1989	

(Carter	et	al.	2010,	DEQAS	2014).	The	 reference	values	are	provided	by	NIST,	

using	the	reference	procedure.	Five	serum	samples	are	distributed	quarterly	to	

the	 participant	 laboratories,	 which	 then	 submit	 their	 results	 to	 DEQAS	 for	

comparison	against	the	NIST	reference	values.	Based	on	the	pooled	results	from	
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laboratories	using	the	same	analytical	method,	an	All-Laboratory	Trimmed	Mean	

with	 standard	 deviation	 (SD)	 is	 calculated.	 The	 primary	 aim	 of	 DEQAS	 is	 to	

monitor	 the	performance	of	 individual	 laboratories,	 but	 the	data	 can	also	be	

used	to	assess	the	performance	of	the	assessment	methods.	DEQAS	has	indeed	

succeeded	 in	 reducing	 the	variability	 in	25(OH)D	measurements	 (Carter	et	al.	

2010,	Simpson	et	al.	2015).	

			Even	though	several	novel	25(OH)D	analysis	methods	exist,	some	laboratories	

still	use	traditional	techniques	such	as	the	IDS	RIA,	which	can	be	used	to	quantify	

the	total	25(OH)D	concentration	in	serum	or	plasma.	25(OH)D	is	extracted	from	

a	sample	and	a	calibrator	using	two	reagents,	centrifuged	and	incubated	with	
125I-labelled	 25(OH)D	 (tracer)	 and	 sheep	 25(OH)D	 antibody.	 Antisheep	 IgG	

cellulose	is	used	to	separate	the	antibody-bound	tracer	from	the	free	tracer.	The	

bound	radioactivity	is	then	inversely	proportional	to	the	25(OH)D	concentration	

(Wallace	et	al.	2010).	The	manufacturer	of	the	kit	suggests	recoveries	of	100%	

for	 25(OH)D3	 and	 75%	 for	 25(OH)D2,	 while	 recovery	 rates	 of	 92–95%	 for	

25(OH)D3	 and	 21–29%	 for	 25(OH)D2	 were	 reported	 by	 Hollis	 (2000).	 The	

manufacturer	reports	within	and	between-batch	precisions	of	<	6.1%	and	<	8.2%	

for	25(OH)D3	and	25(OH)D2	(Wallace	et	al.	2010),	while	Hollis	(2000)	reports	<	

10%	 for	 both.	 Roth	 et	 al.	 (2008)	 reported	 a	 bias	 of	 −15%	 compared	with	 LC-

MS/MS,	while	Carter	et	al.	 (2004)	 reported	a	bias	of	−5%	compared	with	 the	

DEQAS	All-Laboratory	Trimmed	Mean.	

			A	new	automated	ECLIA	method,	Elecsys	Vitamin	D	Total	(Roche	Diagnostics,	

Mannheim,	Germany),	was	introduced	in	2011.	This	uses	recombinant	vitamin	

D	binding	protein	to	measure	both	25(OH)D2	and	25(OH)D3.	The	25(OH)D	in	the	

sample	 is	 dissociated	 from	 its	 binding	 protein,	 the	 sample	 is	 incubated	 with	

ruthenium-labelled	 vitamin	 D-binding	 protein,	 which	 binds	 the	 25(OH)D.	

Biotinylated	25(OH)D	and	streptavidin-coated	microparticles	are	added	to	form	
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a	 complex	 with	 the	 free	 sites	 of	 the	 ruthenium-labelled	 vitamin	 D-binding	

protein,	 and	 the	 25(OH)D	 concentration	 is	 measured	 using	 electro-

chemiluminescence	(Emmen	et	al.	2012,	Wielders	et	al.	2015).	The	method	has	

shown	a	within-run	variation	≤	7%,	a	within-laboratory	variation	≤	9.5%,	good	

correlation	with	HPLC	(r	=	0.91)	and	good	correlation	with	LC-MS/MS	(r	=	0.93)	

(Emmen	et	al.	2012,	Wielders	et	al.	2015,	Kocak	et	al.	2015).	

			Since	 the	 therapeutic	 range	of	 vitamin	D	 supplementation	 is	wide,	 allowing	

safe	dosing	up	to	100	µg/d	(IOM	2011),	there	is	generally	no	definite	need	for	S-

25(OH)D	 testing	 in	 the	 case	 of	 healthy	 subjects	 who	 use	 adequate	

supplementation.	 Measurements	 are	 justified	 in	 patients	 who	 have	 been	

diagnosed	with	a	disease	that	is	a	consequence	of	vitamin	D	deficiency,	such	as	

rickets,	 osteomalacia	 or	 osteoporosis	 (Souberbielle	 et	 al.	 2012),	 and	 patients	

with	a	risk	of	developing	vitamin	D	insufficiency	because	of	a	chronic	disease,	

the	medication	used	to	treat	a	chronic	disease,	or	certain	surgical	procedures	

should	 also	 be	monitored	 for	 S-25(OH)D.	 These	 include	 patients	with	 coeliac	

disease,	Crohn’s	disease,	a	gastric	bypass,	chronic	kidney	disease,	hepatic	failure	

or	primary	hyperparathyroidism,	and	patients	receiving	oral	glucocorticoids.	S-

25(OH)D	 should	be	measured	 in	patients	with	 symptoms	of	 severe	vitamin	D	

deficiency	 or	 toxicity,	 such	 as	 diffuse	 pain,	 extraskeletal	 calcifications,	

nephrocalcinosis	or	recurrent	renal	stones.	In	general,	S-25(OH)D	should	always	

accompany	serum	parathyroid	hormone	measurement,	because	of	their	close	

interaction	(Souberbielle	et	al.	2012).	S-25(OH)D	should	be	measured	at	baseline	

and	after	3-4	months	of	vitamin	D	supplementation.	If	S-25(OH)D	is	measured	in	

healthy	 subjects,	 the	 best	 time	 is	 between	 February	 and	 April,	 when	 the	

seasonal	S-25(OH)D	level	is	lowest.	Supplementation	should	aim	at	a	S-25(OH)D	

level	over	50	nmol	L-1	in	that	time	period,	ensuring	vitamin	D	sufficiency	around	

the	year.	
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5.3 Psoriasis and atopic dermatitis 

5.3.1 Psoriasis 
	

Psoriasis	is	a	common	immune-mediated	chronic	disease	manifested	in	the	skin	

and	joints	(Boehncke	and	Schön	2015).	Its	prevalence	in	adults	varies	between	

0.91	and	8.5%	in	the	western	countries	(Parisi	et	al.	2013).	The	clinical	hallmark	

features	 of	 psoriasis	 vulgaris,	 accounting	 for	 90%	 of	 all	 cases,	 include	 well-

delineated,	typically	palm-sized	papulosquamous	plaques	that	are	red	or	salmon	

pink	 in	 colour	 and	 usually	 scaly.	 An	 acute	 form	 known	 as	 psoriasis	 guttata	

presents	itself	as	small	fingertip-sized	papules	usually	following	a	β-haemolytic	

streptococcal	or	viral	 infection.	Erythrodermic	psoriasis,	 i.e.	psoriasis	affecting	

more	 than	 70%	 of	 the	 total	 body	 surface	 area,	 is	 a	 rare	 and	 potentially	 life-

threatening	form	(Griffiths	and	Barker	2007),	while	pustular	psoriasis,	which	can	

be	either	generalized	or	 localized	 to	 the	palmar	and	plantar	areas	 (Hallopeau	

psoriasis),	 is	 also	 a	 rare	 and	 a	more	 severe	 form	and	 is	 considered	 a	 distinct	

entity	from	the	other	forms	(Boehncke	2015).	Inverse	psoriasis	is	a	site-specific	

variant	occurring	in	flexural	and	intertriginous	areas	(Boehncke	2015).	Data	in	

the	 literature	 suggest	 that	 5.8–30	%	 of	 psoriasis	 patients	 also	 have	 psoriatic	

arthritis	(Henes	et	al.	2014).	Psoriasis	has	been	shown	to	be	associated	with	an	

increased	risk	of	metabolic	syndrome,	the	risk	being	closely	associated	with	the	

Psoriasis	Area	and	Severity	Index	(PASI)	score	(Salihbegovic	et	al.	2015).	

			The	pathomechanisms	of	psoriasis	are	multifactorial,	and	genetic	susceptibility	

plays	 an	 important	 role.	 Psoriatic	 plaques	 originate	 from	 dysregulated	

interaction	between	 the	 innate	and	adaptive	 immune	systems,	and	cytokines	

such	as	nuclear	factor-κB,	interferon-γ,	and	interleukin-23	are	the	key	drivers	of	

inflammation	 (Boehncke	 2015).	 Chronic	 systemic	 inflammation	 predisposes	
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psoriasis	 patients	 to	 several	 co-morbidities,	 such	 as	 psoriatic	 arthritis,	

cardiovascular	disease	and	depression	(Oliveira	et	al.	2015).		

			The	physical	and	psychological	burdens	of	psoriasis	are	considerable	and	are	

comparable	to	those	of	cancer,	myocardial	infarction	or	congestive	heart	failure	

(Rapp	et	al.	1999).	A	negative	impact	on	the	HRQoL	has	been	reported	in	6497	

Nordic	patients	with	psoriasis	(Zachariae	et	al.	2002),	and	the	HRQoL	impairment	

has	been	shown	to	correlate	with	the	extent	of	the	psoriasis	(Uttjek	et	al.	2004,	

Gelfand	et	al.	2004,	Grozdev	et	al.	2012).	Skin	pain,	discomfort	and	pruritus	are	

significantly	related	to	HRQoL,	often	mediated	by	sleep	disturbances	(Ljosaa	et	

al.	2010,	Zhu	et	al.	2014).	 It	has	also	been	observed	that	psoriasis	particularly	

affects	the	emotional	and	social	functioning	aspects	of	HRQoL	(Wahl	et	al.	2000,	

Weiss	et	al.	2002).	

			Visible	lesions	can	cause	feelings	of	stigmatization	and	troubles	in	establishing	

social	 relationships	 (Hrehorow	 et	 al.	 2012),	 and	 the	 psoriasis-related	 burden	

clearly	impairs	relationships	with	family	members	and	partners,	who	report	life	

quality	 impairment	 due	 to	 extra	 housework,	 psychological	 issues,	 social	

disruption	and	their	personal	relationships	with	the	patient	(Eghlileb	et	al.	2007).	

HRQoL	in	relation	to	sexual	health	is	diminished	practical	terms	in	patients	with	

genital	lesions	(Meeuwis	et	al.	2011).	

			Psoriasis	 impairs	 social	 functioning	 and	 causes	 distress	 at	 work,	 leading	 to	

reduced	work	efficiency	in	the	form	of	presenteeism	and	absenteeism	(Gaikwad	

et	al.	2006,	Mattila	et	al.	2013,	Armstrong	et	al.	2012,	Mustonen	et	al.	2015).	

Half	 of	 all	 patients	 have	 limited	 career	 expectations	 (Ayala	 et	 al.	 2014)	 and	

disease	 severity	 has	 a	 negative	 impact	 on	 income	 (Hawro	 et	 al.	 2015).	 In	

addition,	 a	 poorer	 HRQoL	 is	 associated	 with	 increased	 use	 of	 healthcare	

resources	independently	of	disease	severity	(Sato	et	al.	2011).	The	cumulative	

effect	of	all	the	consequences	of	psoriasis	may	result	in	failure	to	achieve	a	‘full	
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life	 potential’	 (Kimball	 et	 al.	 2010).	 Personal	 resources,	 adequate	 coping	

strategies	 and	 disease	 acceptance	 correlate	 with	 a	 better	 HRQoL,	 and	 thus	

patient	education	and	psychomedical	interventions	should	be	developed	(Wahl	

et	al.	1999,	Miniszewska	et	al.	2013).	

			Psoriasis	 tends	 to	 worsen	 in	 the	 winter	 and	 improve	 in	 the	 summer,	 as	

observed	in	a	large	sample	survey	based	on	the	numbers	of	visits	to	clinics	for	

various	dermatological	conditions	between	1990	and	1998	(Hancox	et	al.	2004).	

Later	Balato	et	al.	(2013)	found	in	a	questionnaire	that	70%	of	patients	reported	

an	improvement	in	psoriasis	during	the	summer	and	13%	a	worsening,	whereas	

60%	reported	worsening	during	the	winter	and	1.6%	an	improvement.	Recently	

Pascoe	 and	 Kimball	 (2015)	 used	 the	 Physician’s	 Global	 Assessment	 (PGA)	 to	

show	the	same	trend	by	means	of	an	objective	assessment.	

			The	 treatment	 for	 psoriasis	 consists	 of	 topical	 therapies,	 phototherapy,	

established	systemic	drugs	and	biological	drugs.	The	most	effective	and	feasible	

topical	therapies	include	class	III–IV	corticosteroids,	vitamin	D3	derivatives	and	

also	 calcineurin	 inhibitors	 for	 facial	 areas,	 flexure	 areas	 and	 paediatric	 use.	

Established	 systemic	 drugs	 include	 cyclosporine,	methotrexate,	 fumarate	 and	

retinoids.	 Injectable	 biological	 drugs	 can	 be	 used	 for	 severe	 psoriasis	 if	

established	drugs	fail	or	are	contraindicated.	Phototherapy	with	various	UVB	or	

PUVA	 regimens,	or	heliotherapy,	 can	be	used	 together	with	 topical	 therapies	

and	retinoids	to	treat	moderate-to-severe	psoriasis	(Nast	et	al.	2012).	
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5.3.2 Atopic dermatitis 
	
	

Atopic	dermatitis	 (AD)	 is	the	most	common	inflammatory	skin	disease,	with	a	

world-wide	 prevalence	 in	 children	 of	 0.3–20.5%,	 the	 highest	 rates	 being	

recorded	in	Northern	Europe	(Beasley	et	al.	1998).	Its	clinical	features	vary	with	

age.	 Infants	 show	 pruritic	 papules	 and	 vesicles	 on	 the	 cheeks,	 forehead	 and	

scalp,	while	in	childhood	there	are	lichenified	papules	and	plaques	involving	the	

hands,	 feet,	wrists,	 ankles	 and	popliteal	 regions.	 In	 adulthood,	 it	 is	 especially	

flexural	folds,	the	face	and	neck	and	the	upper	arms	and	back	that	are	involved.	

The	lesions	are	characterized	by	dry,	scaling	erythematous	papules	and	plaques	

and	by	chronic	lichenified	plaques	(Akdis	et	al.	2006).	Exacerbations	of	varying	

duration	and	severity	are	typical,	but	spontaneous	cure	is	also	possible	at	any	

time.	 Nevertheless,	 at	 least	 30%	 of	 children	 with	 AD	 suffer	 from	 eczema	 in	

adulthood,	at	least	occasionally	(Werfel	et	al.	2016).		

			AD	 is	 a	 chronic	 disease	with	 numerous	 predisposing	 factors	 and	 a	 complex	

pathophysiology.	Microbial	factors	associated	with	it	include	a	large	number	of	

siblings,	infections,	the	use	of	antibiotics,	vaccinations	and	exposure	to	animals.	

Non-microbial	 factors	 include	 genetics,	 tobacco	 smoke	 and	 stress	 (Torres-

Borrego	et	al.	2008).	The	most	profound	patient-related	pathogenic	factor	is	skin	

barrier	dysfunction,	and	thus	the	strongest	single-gene	defect	related	to	AD	is	a	

mutation	 in	the	filaggrin	gene,	which	encodes	an	 important	epidermal	barrier	

protein,	profilaggrin	(Irvine	et	al.	2011).	The	immunological	mechanisms	behind	

AD	 include	 infiltration	 of	 T-cells,	 dendritic	 cells,	macrophages,	mast	 cells	 and	

eosinophils	and	also	various	cytokines	and	chemokines	(Peng	and	Novak	2015).	

A	chronic	pruritic	skin	disease	which	by	nature	is	highly	visible	will	inevitably	be	

a	 stressful	 condition	 and	 one	 that	 causes	 anxiety	 and	 impairs	 the	 patient’s	
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HRQoL	 (Linnet	 and	 Jemec	 1999,	 Lundberg	 et	 al.	 1999).	 The	 impact	 of	 AD	 is	

reflected	 particularly	 in	 social	 functioning	 and	 psychological	 aspects	 of	 the	

HRQoL	 (Kiebert	 et	 al.	 2002,	 Coghi	 et	 al.	 2007).	 Atopic	 dermatitis	 in	 children	

affects	the	HRQoL	of	the	patient	and	of	the	whole	family	(Gånemo	et	al.	2007),	

while	in	couples	AD	has	a	negative	influence	on	their	sex	life	(Misery	et	al.	2007).	

The	decrease	in	HRQoL	correlates	with	the	severity	of	the	AD	symptoms	(Kim	et	

al.	2012,	Sanchez-Perez	et	al.	2013).	In	addition	to	detracting	from	the	HRQoL,	

AD	also	imposes	a	financial	burden	on	the	patient	and	the	health	care	system	

(Fivenson	et	al.	2002).	

			Dry	 skin	and	mild	AD	 symptoms	 can	be	 treated	with	 topical	 emollients	 and	

glucocorticosteroids,	and	topical	calcineurin	inhibitors	can	also	be	used	in	cases	

of	 intolerance	 and	 for	 application	 to	 the	 facial	 and	 genital	 areas.	 Topical	

calcineurin	inhibitors	can	also	be	resorted	to	if	the	symptoms	tend	to	relapse	or	

if	topical	corticosteroids	fail	to	elicit	a	sufficient	response.	Moderate	symptoms	

can	 be	 treated	 with	more	 potent	 glucocorticosteroids	 and	 severe	 symptoms	

with	 systemic	 immunomodulatory	 therapy,	 e.g.	 cyclosporine	 A.	 Also,	 a	 new	

biological	drug,	dupilumab,	has	proved	effective	in	clinical	studies.	Phototherapy	

such	 as	 UVB,	 PUVA	 and	 heliotherapy	 can	 be	 used	 together	 with	 topical	

glucocorticosteroids	(Werfel	et	al.	2016).	
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5.3.3 Assessment of disease activity and quality of life 
	
	

Assessment	of	disease	activity	

	

Specific	tools	have	been	developed	for	assessing	disease	activity	in	psoriasis	and	

AD	 patients.	 In	 the	 systematic	 review	 by	 Puzenat	 et	 al.	 (2010)	 six	 psoriasis	

severity	 assessment	 tools	 were	 considered	 to	 meet	 the	 methodological	

validation	 and	 quality	 criteria,	 but	 none	 of	 them	 was	 considered	 ideal.	 The	

Psoriasis	 Area	 and	 Severity	 Index	 (PASI)	 was	 deemed	 the	 most	 extensively	

studied	and	validated,	however,	and	was	recommended	as	the	first	choice	for	

assessing	the	severity	of	psoriasis	(Puzenat	et	al.	2010).	PASI	was	developed	by	

Fredriksson	 and	 Pettersson	 in	 1978	 to	 serve	 as	 a	 subtler	 instrument	 for	 the	

assessment	 of	 psoriasis	 than	 global	 evaluation	 (Fredriksson	 and	 Pettersson	

1978),	 but	 as	 its	 measurement	 is	 time-consuming	 and	 requires	 trained	

personnel,	 its	 suitability	 for	 large	 epidemiological	 studies	 is	 limited.	 For	 that	

reason,	Fleischer	and	Feldman	developed	a	structured	PASI-like	instrument	to	

enable	 patients	 to	 self-evaluate	 the	 severity	 of	 their	 psoriasis.	 This	 new	

instrument	was	named	the	Self-Administered	Psoriasis	Area	and	Severity	Index	

(SAPASI)	and	its	scores	were	found	to	correlate	well	with	PASI	scores	(Fleischer	

et	al.	1994,	Feldman	et	al.	1996).	

			There	 are	 currently	 sixteen	 instruments	 available	 for	measuring	 the	 clinical	

signs	 of	 AD,	 of	 which	 only	 the	 SCORing	 Atopic	 Dermatitis	 (SCORAD)	 and	 the	

Eczema	 Area	 and	 Severity	 Index	 (EASI)	 have	 shown	 adequate	 validity,	

responsiveness,	 reliability	 and	 interpretability	 (Schmitt	 et	 al.	 2013).	 The	

European	Task	Force	on	Atopic	Dermatitis	(ETFAD)	developed	the	SCORAD	index	

in	 1992	 to	 assess	 the	 severity	 of	 AD	 and	 to	 provide	 better	 management	 of	
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patients.	 The	 instrument	 has	 then	 been	 validated	 in	 several	 clinical	 studies	

(European	Task	Force	on	Atopic	Dermatitis	1993,	Kunz	et	al.	1997,	Ricci	et	al.	

2009).	SCORAD	is	a	doctor-based	evaluation	method,	however,	and,	in	view	of	

the	 varying	 nature	 of	 the	 disease,	 clinical	 assessment	 is	 often	 insufficient	 to	

evaluate	 its	 course.	 A	 self-assessment	 scale	 was	 developed	 by	 the	 ETFAD	 to	

improve	 disease	 monitoring	 and	 communication	 between	 the	 patient	 and	

doctor.	 This	 patient-oriented	 SCORAD	 (PO-SCORAD),	 which	 uses	 the	 same	

assessment	criteria	as	SCORAD	and	comes	with	illustrations	and	instructions,	has	

been	validated	for	use	in	a	large	European	study	(Stalder	et	al.	2011).	

			The	visual	analogue	scale	(VAS)	is	a	quick	unidimensional	tool	for	measuring	

subjective	 phenomena	 and	 can	 be	 used	 to	 assess	 global	 disease	 severity	 in	

psoriasis	and	AD	patients	(Holm	et	al.	2006,	Flytström	et	al.	2012).	It	has	been	

shown	to	have	the	highest	correlation	with	most	of	the	HRQoL	assessments	used	

in	dermatology	 (Holm	et	al.	2006)	and	has	also	been	validated	 for	measuring	

pruritus	in	pruritic	dermatoses	(Reich	et	al.	2012).	

	

Assessment	of	health-related	quality	of	life	

	

There	 are	 generic,	 dermatology-specific	 and	 disease-specific	 instruments	

available	for	measuring	HRQoL.	The	generic	instruments	can	be	used	to	measure	

HRQoL	 in	all	 kinds	of	diseases,	whereas	 the	dermatology-specific	 instruments	

assess	 those	 aspects	 of	 HRQoL	 that	 are	 particularly	 related	 to	 skin	 diseases.	

Disease-specific	instruments	can	give	an	insight	into	particular	skin	diseases	and	

detect	more	specific	aspects	of	HRQoL	(Prinsen	et	al.	2013).	

			The	 most	 common	 dermatology-specific	 measure	 is	 the	 Dermatology	 Life	

Quality	Index	(DLQI)	(Finlay	and	Khan	1994,	Basra	et	al.	2008),	which	includes	six	

subscales:	 symptoms	 and	 feelings,	 daily	 activities,	 leisure,	 work	 and	 school,	
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personal	relationships	and	treatment	satisfaction.	The	total	score,	ranging	from	

0	 to	 30,	 is	 based	 on	 ten	 questions,	 a	 higher	 score	 indicating	 greater	 HRQoL	

impairment.	 The	 scores	 are	 categorized	 into	 bands	 (Basra	 et	 al.	 2015)	

demonstrating	the	HRQoL	impact:	0–1,	‘no	effect	at	all’;	2–5,	‘small	effect’;	6–

10,	‘moderate	effect’;	11–20,	‘very	large	effect’;	21–30,	‘extremely	large	effect’.	

An	 improvement	 of	 4	 points	 is	 considered	 to	 represent	 a	 minimal	 clinically	

important	difference	(MCID)	(Basra	et	al.	2015).		

			The	generic	measure	RAND-36	(Hays	et	al.	1993,	Hays	and	Morales	2001)	is	a	

widely	 used	 36-item	 generic	 HRQoL	 measure	 encompassing	 eight	 subscales:	

physical	 function,	physical	role,	bodily	pain,	general	health	perceptions,	social	

function,	emotional	role,	vitality	and	mental	health.	These	are	presented	as	units	

on	a	0–100	 scale,	 a	higher	 score	 indicating	a	better	HRQoL.	The	physical	 and	

mental	domains	can	be	combined	and	converted	to	norm-based	T-scores,	 i.e.	

summary	scores	with	a	mean	of	50	and	an	SD	of	10.	The	physical	component	

summary	(PCS)	score	is	calculated	from	physical	function,	physical	role,	bodily	

pain	and	general	health,	whereas	the	mental	component	summary	(MCS)	score	

is	derived	 from	the	vitality,	 social	 function,	emotional	 role	and	mental	health	

subscales.		
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5.3.4 Ultraviolet radiation phototherapy 
	
	

Artificial	phototherapy	

	

Phototherapy	 for	 psoriasis	 began	 in	 1925,	 when	 Goeckerman	 introduced	 a	

treatment	 involving	a	combination	of	 sunlight	and	 tar	 (Goeckerman	1925).	 In	

1948	Nexman	reported	on	the	beneficial	effect	of	treating	atopic	dermatitis	(AD)	

with	 UVR	 emitted	 by	 carbon	 arc	 lamps	 (Patrizi	 et	 al.	 2015)	 and	 later	 Ingram	

combined	 dithranol	 with	 UVB	 and	 tar	 bathing	 as	 a	 treatment	 for	 psoriasis	

(Ingram	1953).	 Fischer	&	Alsins	 (1974)	and	Parrish	&	 Jaenicke	 (1981)	 showed	

that	wavelengths	of	around	311	nm	are	in	theory	the	most	effective	for	treating	

psoriasis	 and	 cause	 fewest	 cases	 of	 erythema.	 A	 fluorescent	 bulb	 (TL-01),	

emitting	 a	 major	 peak	 at	 311	 (±	 2	 nm)	 and	 a	 minor	 peak	 at	 305	 nm,	 was	

developed	and	the	new	modality,	termed	narrowband	ultraviolet	B	(NB-UVB),	

was	shown	to	be	more	effective	than	BB-UVB	for	treating	psoriasis	(van	Weelden	

et	al.	1988,	Green	et	al.	1988,	Karvonen	et	al.	1989,	Picot	et	al.	1992).	Today	NB-

UVB	 is	 considered	an	efficacious	 and	 cost-effective	 first	 line	of	 treatment	 for	

psoriasis	 (Racz	 and	 Prens	 2015)	 and	 has	 remained	 a	 cornerstone	 of	 psoriasis	

treatment	even	in	the	era	of	biological	drugs	(Richard	and	Hönigsmann	2014).	It	

is	typically	given	three	times	a	week	(Dawe	et	al.	1998)	and	usually	50–75%	of	

patients	achieve	a	75%	reduction	of	PASI	score	in	four	to	six	weeks	(Nast	et	al.	

2012).	 In	 the	case	of	atopic	dermatitis	NB-UVB	represents	a	valid	 second-line	

treatment	together	with	topical	therapies.	A	SCORAD	improvement	of	over	50%	

can	be	expected	when	NB-UVB	is	administered	three	times	a	week	for	up	to	12	

weeks	(Patrizi	et	al.	2015).	A	beneficial	effect	of	NB-UVB	on	the	HRQoL	has	been	
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demonstrated	in	both	psoriasis	and	AD	patients	(Lim	and	Brown	2006,	Al	Robaee	

and	Alzolibani	2011,	Darné	et	al.	2014).	

			The	antipsoriatic	effect	of	NB-UVB	results	from	its	suppression	of	inflammatory	

IFN-γ	and	IL-17	signalling	pathways	(Johnson-Huang	et	al.	2010,	Rácz	et	al.	2011),	

and	theoretically	from	the	antiproliferative	effect	of	1,25(OH)2D	on	epidermal	

keratinocytes	 (Lehmann	 et	 al.	 2007).	 It	 has	 been	 debated	 whether	 NB-UVB	

phototherapy	alleviates	psoriasis	via	systemic	as	well	as	local	pathways	(Dawe	

et	 al.	 2002,	 Gibbs	 2003).	 Evidence	 of	 the	 systemic	 effects	 was	 presented	 by	

Milliken	et	al.	 (2012),	who	showed	that	NB-UVB	can	reduce	systemic	 immune	

responses	by	inducing	regulatory	T	cells.	

			The	 effect	 of	 UVB	 in	 alleviating	 symptoms	 of	 AD	 is	 based	 on	 its	

immunosuppressive	 effects,	 including	 apoptosis	 of	 infiltrating	 T-cells	 and	

inhibition	of	 the	antigen-presenting	 function	of	 Langerhans	 cells	 (Koulu	et	 al.	

1985,	Patrizi	et	al.	2015).	Other	mechanisms	of	action	include	thickening	of	the	

stratum	 corneum,	 antibacterial	 effects,	 the	 reduction	 of	 superantigens	 and	

alteration	of	mRNA	levels	of	antimicrobial	peptides	(Patrizi	et	al.	2015).	

			While	the	 increased	risk	of	skin	cancer	attached	to	PUVA	is	well-known,	the	

long-term	effects	of	NB-UVB	remain	to	be	seen	(Archier	et	al.	2012).	No	evidence	

of	any	increased	skin	cancer	risk	was	found	in	a	German	study	with	195	psoriasis	

patients	 treated	 with	 BB-UVB	 or	 NB-UVB	 (Weischer	 et	 al.	 2004),	 and	 early	

follow-up	 data	 showed	no	 such	 evidence	 in	 either	 484	 Irish	 or	 1908	 Scottish	

patients	treated	with	NB-UVB	(Man	et	al.	2005,	Black	and	Gavin	2006).	Similarly,	

no	association	between	NB-UVB	and	 skin	cancer	was	 found	 in	a	British	 study	

involving	3867	patients	(Hearn	et	al.	2008),	although	only	352	patients	received	

over	100	treatments	and	for	some	patients	the	follow-up	time	was	short.	As	it	

usually	takes	decades	to	develop	skin	cancer,	a	longer	follow-up	time	would	be	

warranted	to	study	the	safety	of	artificial	phototherapy	(Hearn	et	al.	2008,	Patel	
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et	al.	2009,	Archier	et	al.	2012).	On	the	other	hand,	no	safe	limits	can	be	given	

for	phototherapy	because	of	the	wide	variation	in	individual	responses	to	UVR	

(Tijoe	 et	 al.	 2003,	 Dawe	 2010).	 Both	 UVB	 and	 UVA	 radiation	 cause	 DNA	

mutations,	and	UVA	wavelengths	promote	photoageing.	NB-UVB	and	BB-UVB	

appear	to	be	similar	in	their	mutagenic	potential	(Tijoe	et	al.	2003,	Snellman	et	

al.	2003).	

	

Heliotherapy	

	

The	Finnish	Psoriasis	Association	and	the	Finnish	Central	Organisation	for	Skin	

Patients	 have	 been	 arranging	 heliotherapy	 (HT)	 courses	 for	 patients	 with	

psoriasis	and	AD	in	the	Canary	Islands	since	the	1980s.	The	patients	are	referred	

by	a	dermatologist,	and	trained	nurses	provide	guidance	on	sunbathing	and	skin	

care	during	the	course.	Snellman	et	al.	(1993)	studied	the	effects	of	a	four-week	

course	 of	 HT	 on	 361	 Finnish	 psoriasis	 patients,	 and	 found	 it	 to	 alleviate	 the	

severity	of	 the	disease	by	at	 least	75%	 in	84%	of	 the	patients	as	measured	 in	

terms	of	the	Psoriasis	Severity	Index.	HT	was	also	shown	to	be	cost-effective	in	

cases	of	severe	psoriasis	(Snellman	et	al.	1998).	The	benefits	of	HT	in	the	Canary	

Islands	with	 regard	 to	psoriasis	 symptoms	have	also	been	confirmed	 in	 three	

other	studies	(Mork	and	Wahl	2002,	Wahl	et	al.	2005,	Wahl	et	al.	2015).	Autio	

et	al.	(2002)	found,	that	a	two-week	HT	course	reduced	the	SCORAD	index	in	216	

Finnish	 AD	 patients	 by	 70%	 and	 that	 the	 disease	 severity	 three	 months	

afterwards	was	still	45%	lower	than	initially.	Vähävihu	et	al.	(2008)	showed	that,	

in	addition	to	alleviating	the	severity	of	AD,	a	two-week	course	of	HT	in	winter	

increased	the	S-25(OH)D	levels	of	these	patients.	HT	administered	in	the	Dead	

Sea	area	has	also	been	found	suitable	for	treating	psoriasis	(Harari	et	al.	2007)	

and	AD	(Harari	et	al.	2000,	Adler-Cohen	et	al.	2012)	throughout	the	year.	
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			Heliotherapy	raises	some	safety	concerns.	The	median	UVB	dose	received	by	

a	patient	during	two	weeks	of	HT	can	be	more	than	100	SED	(Vähävihu	et	al.	

2008),	and	although	a	study	of	over	1000	psoriasis	patients	who	received	such	a	

course	at	the	Dead	Sea	did	not	show	an	increased	skin	cancer	risk,	they	did	show	

more	 signs	 of	 sun	 damage	 such	 as	 solar	 elastosis,	 poikiloderma	 and	 facial	

wrinkles	than	did	the	control	patients	(David	et	al.	2005).	An	increased	risk	of	

non-melanoma	skin	cancer	was	observed	in	a	Danish	cohort	of	1738	psoriasis	

patients	undergoing	Dead	Sea	climatotherapy	(Frentz	et	al.	1999).	
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6 Aims of the research 

Even	 though	wintertime	vitamin	D	 insufficiency	has	been	 common	 in	 Finland	

despite	national	efforts	to	increase	its	intake,	there	are	no	recent	studies	of	the	

wintertime	 vitamin	D	 status	 in	 healthy	 Finnish	 subjects.	 S-25(OH)D	 levels	 are	

typically	lowest	between	February	and	April,	but	little	is	known	as	to	whether	

they	 can	 be	 raised	 by	 vernal	 UVB	 radiation.	 The	maintaining	 of	 an	 adequate	

vitamin	D	status	throughout	the	year	and	the	advancement	of	skeletal	health	in	

the	population	as	a	whole	is	thus	a	health	care	priority,	and	an	NB-UVB	radiation	

exposure	protocol	for	maintaining	S-25(OH)D	levels	is	warranted.	Heliotherapy	

is	known	to	improve	disease	severity	and	HRQoL	in	dermatological	patients,	but	

the	contents	of	heliotherapy	courses	have	been	 revised	and	 the	new	courses	

have	not	yet	been	properly	studied.	The	aims	of	this	thesis	were:	

	

I. to	 study	 the	 effect	 of	 NB-UVB	 phototherapy	 on	 S-25(OH)D	 levels	 in	

psoriasis	patients	and	healthy	subjects	receiving	oral	supplementations	

of	20	µg	cholecalciferol	daily,	

II. to	 examine	whether	 regular	NB-UVB	 exposures	 suffice	 to	maintain	 S-

25(OH)D	levels	during	the	winter	in	healthy	subjects,	

III. to	study	the	effect	of	vernal	solar	UV	radiation	on	S-25(OH)D	levels	 in	

healthy	subjects	at	a	high	latitude	in	Finland,	and	

IV. to	assess	the	effects	of	empowering	heliotherapy	as	performed	 in	the	

Canary	Islands	on	disease	severity	and	the	health-related	quality	of	life	

in	patients	with	psoriasis	or	atopic	dermatitis.	
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7 Materials and methods 

7.1 Patients and healthy subjects 
	

Altogether	139	psoriasis	patients,	72	atopic	dermatitis	patients	and	77	healthy	

subjects	participated	in	the	trials	reported	in	papers	I-V	of	this	thesis	(Table	II).	

	

Table	II.	Demographic	data	for	the	subjects	involved	in	the	five	papers	making	up	this	thesis	

(I-V)	and	the	ultraviolet	radiation	(UVR)	exposures	to	which	they	were	submitted.	

 

1After	the	9th	exposure;	2After	the	18th	exposure	

Paper Subjects Male / 
Female 

Mean age, 
years 

(range) 

Body mass 
index, kg m-2, 
mean ± SD 

Ultraviolet 
radiation 
modality 

Cumulative mean 
UVB dose, SED 

(range) 

 
I 

Psoriasis 
(n = 12) 7/5 

 
43 (20–61) 

 
29.6 ± 5.4 NB-UVB 

Waldmann 
UV 7001 

26 (19–28)1 

92 (77–102)2 

Healthy subjects 
(n = 15) 1/14 46 (19–62) 23.4 ± 3.8 26 (19–28) 

 
II 

Healthy subjects 
(intervention) 

(n = 16) 

 
3/13 

 

 
35 (21–61) 

 
23.0 ± 1.9 

NB-UVB 
Waldmann 
UV 7002 

 
25 

 

Healthy subjects 
(control) 
(n = 18) 

1/17 36 (20–61) 25.2 ± 3.4 none 

 
III 

 

Healthy subjects 
(n = 25) 8/17 43 (22–71) 23.4 ± 4.0 Solar UVR 12 (2–23) 

 
IV 
 

Psoriasis 
(n = 22) 

 
8/14 

 
52 (34–68) 28.2 ± 6.2 

Solar UVR 

 
30 (22–39) 

 
 Atopic dermatitis 

(n = 13) 0/13 44 (21–74) 27.1 ± 6.9 43 (3–54) 

V 

Psoriasis 
(n = 127) 

 
57/70 

 
51 (20–75) 

N.D. Solar UVR N.D. 
Atopic dermatitis 

(n = 59) 9/50 37 (19–74) 
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Paper	 I	 focused	 on	 a	 cohort	 of	 volunteers	 who	 received	 cholecalciferol	

supplementation.	These	included	12	psoriasis	patients	(mean	age	43,	range	20–

61	years)	and	15	healthy	hospital	employees	(mean	age	46,	range	19–62	years;	

Table	 II)	 as	 controls.	 The	 inclusion	 criterion	 was	 avoidance	 of	 phototherapy,	

solarium	or	 sunny	 holidays	 during	 the	 2	 preceding	months.	 The	 patients	 had	

been	taking	20	μg	oral	cholecalciferol	daily	for	a	mean	of	3.3	months	before	the	

intervention	 and	 the	 controls	 for	 a	 mean	 of	 3.4	 months.	 Supplementation	

continued	during	the	intervention	and	thereafter.	

	

In	paper	II,	focusing	on	maintenance	UVB	therapy,	37	healthy	volunteers	were	

randomized	to	an	intervention	group	(mean	age	35,	range	21–61	years;	n	=	18)	

or	 a	 control	 group	 (mean	 age	 36,	 range	 20–61	 years;	 n	 =	 19;	 Table	 II).	 The	

inclusion	criteria	were	age	18	years	or	older	and	avoidance	of	solarium	visits,	

phototherapy,	 sunny	 holidays	 and	 vitamin	 D	 supplementation	 during	 a	 one-

month	washout	period	prior	to	the	trial	and	during	it.	The	exclusion	criteria	were	

pregnancy,	skin	disease,	having	had	skin	cancer,	intake	of	photosensitizing	drugs	

and	Fitzpatrick´s	skin	phototype	I	(Fitzpatrick	1988).	Two	intervention	subjects	

were	 excluded	 for	 failing	 to	 follow	 the	 irradiation	 schedule	 and	 one	 control	

subject	for	taking	oral	cholecalciferol	supplements.	All	three	were	excluded	from	

the	analyses.	

	

Paper	 III,	 investigating	 the	 effect	 of	 vernal	UVR,	was	based	on	 a	 group	of	 27	

healthy	volunteers	(mean	age	43,	range	22–71	years;	Table	II)	who	were	able	to	

spend	time	outdoors	during	working	days,	or	who	were	going	on	a	holiday	 in	

Lapland	in	spring.	The	other	inclusion	and	exclusion	criteria	were	as	in	paper	II.	

Two	volunteers	were	disqualified	for	failing	to	follow	the	exposure	regimen.	Ten	

subjects	had	been	taking	oral	cholecalciferol	prior	to	the	one-month	washout	
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period,	and	all	of	them	ceased	taking	it	at	that	point.	The	median	dose	had	been	

13	µg	(range	5–25	µg)	daily.	

	

Paper	IV	is	centred	on	a	group	of	volunteer	dermatological	patients	attending	a	

2-week	EHT	 course	 in	Puerto	Rico,	Gran	Canaria,	 Spain.	 The	 inclusion	 criteria	

were	a	diagnosis	of	psoriasis	or	AD	without	any	minimum	severity	requirement,	

age	18	years	or	older	and	a	 referral	 from	a	doctor,	and	 the	exclusion	criteria	

were	 photosensitivity,	 Fitzpatrick’s	 skin	 phototype	 I	 (Fitzpatrick	 1988),	 use	 of	

photosensitising	 drugs,	 excessive	 alcohol	 consumption,	 drug	 abuse,	 severe	

cardiovascular	 disease,	 poorly	 controlled	 diabetes	 and	 mental	 disorders.	

Twenty-two	psoriasis	patients	(mean	age	52,	range	34–68	years)	and	13	atopic	

dermatitis	 patients	 (mean	 age	 44,	 range	 21–74	 years;	 Table	 II)	 participated.	

Fifteen	 patients	 had	 psoriatic	 arthritis	 and	 5	 of	 them	 were	 taking	 biological	

drugs,	in	3	cases	in	combination	with	methotrexate.	A	further	two	patients	were	

receiving	methotrexate	as	a	monotherapy.	These	patients	continued	to	use	their	

previously	prescribed	topical	and	systemic	medication	during	 the	EHT	course,	

whereas	the	nineteen	patients	(14	psoriasis,	5	AD)	who	had	been	receiving	oral	

cholecalciferol	supplementation	(mean	23	μg	daily,	range	5–50	μg)	before	the	

EHT	course	did	not	take	it	during	the	course	or	for	the	first	3	months	after	it.	

	

The	trial	for	paper	V	was	arranged	in	the	same	manner	and	with	the	same	entry	

criteria	 as	 that	 for	 paper	 IV,	 but	 instead	 of	 one	 heliotherapy	 course,	 twelve	

courses	were	provided.	A	total	of	133	psoriasis	patients	(mean	age	51,	range	20–

75	years)	and	60	atopic	dermatitis	patients	(mean	age	37,	range	19–74	years;	

Table	 II)	 participated,	 including	 those	 involved	 in	paper	 IV.	 Sixty-seven	of	 the	

psoriasis	patients	had	psoriatic	arthritis.	Six	patients	in	the	psoriasis	group	and	

one	in	the	AD	group	were	excluded	from	the	analyses,	six	due	to	inadequately	
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filled-in	 questionnaires	 and	 one	who	 stayed	 in	 Puerto	 Rico	 for	 an	 additional	

week.	Fifteen	psoriasis	patients	were	taking	biological	drugs,	including	10	who	

were	also	taking	methotrexate.	Eighteen	patients	were	receiving	methotrexate	

as	a	monotherapy.	Four	patients	were	taking	acitretin	and	one	cyclosporine.	

	

The	 ethics	 committee	 of	 Tampere	 University	 Hospital	 approved	 the	 study	

protocols	 (code	 numbers	 R11172,	 R13095,	 R12266,	 R12219;	 I-V)	 and	 all	 the	

participants	gave	their	informed	consent.	The	authors	followed	the	principles	of	

the	Declaration	of	Helsinki.	
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7.2 Methods 

7.2.1 Ultraviolet radiation exposures (I-V) 
	

	
Narrow-band	ultraviolet	B	radiation	(I,	II)	

 

The	 NB-UVB	 exposures	 reported	 in	 paper	 I	 were	 performed	 from	 December	

2011	to	April	2012.	Twelve	psoriasis	patients	and	15	healthy	subjects	received	

whole-body	NB-UVB	 exposures	 three	 times	 a	week	 in	 a	Waldmann	UV	 7001	

cabin	equipped	with	40	TL01	tubes	(Schulze	&	Böhm,	Brühl,	Germany).	The	dose	

was	0.19	J	cm-2	(1.11	SED)	on	the	first	occasion	and	was	increased	each	time	up	

to	the	9th	exposure,	i.e.	to	0.97	J	cm-2	(5.70	SED).	In	cases	of	itching	or	erythema	

the	next	 dose	was	 reduced,	 or	 at	 least	 not	 increased.	 This	was	 the	 case	 in	 6	

psoriasis	patients	and	8	healthy	subjects.	Thereafter,	the	exposures	were	given	

only	 to	 the	 psoriasis	 patients,	 until	 their	 symptoms	 had	 almost	 or	 entirely	

disappeared.	This	took	a	mean	of	20.5	(range	11–31)	exposures.	

	

The	intervention	group	of	16	subjects	monitored	in	paper	II	received	13	whole-

body	NB-UVB	exposures,	given	every	other	week	for	24	weeks	with	a	Waldmann	

UV	7002	cabin	equipped	with	42	TL01	tubes	(Schulze	&	Böhm,	Brühl,	Germany).	

Eighteen	subjects	acted	as	controls.	The	first	physical	NB-UVB	dose	was	0.17	J	

cm-2	(1	SED),	and	doses	were	then	increased	to	0.34	J	cm-2	(2	SED).	The	cabin	

was	calibrated	by	the	Nuclear	Safety	Authority	of	Finland	using	an	Ocean	Optics	

S2000	spectroradiometer.	After	correction	for	stray	light	and	other	systematic	

errors,	the	estimated	measurement	uncertainty	(2σ)	of	the	Ocean	Optics	S2000	

device	is	14%	(Ylianttila	et	al.	2005)	and	the	measurements	are	traceable	to	the	
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NIST.	Previously	measured	lamp	spectra	were	used	for	the	dosage	calculations	

(Ylianttila	et	al.	2005).	

	
Solar	ultraviolet	radiation	(III-V)	
	

The	 monitored	 and	 scheduled	 solar	 UVR	 exposures	 for	 paper	 III	 were	

implemented	in	March	and	April	2013	and	2014	(Table	III)	for	three	groups	in	

Sodankylä	 (67°N)	 and	 one	 group	 in	 Lahti	 (61°N).	 The	 25	 participants	 were	

instructed	to	expose	their	hands	and	face	without	using	a	sunscreen.	Groups	I	

and	III	were	on	their	winter	holiday	and	performed	outdoor	activities	for	several	

hours	per	day,	while	groups	II	and	IV	were	exposed	to	solar	UVR	when	walking	

outdoors	 for	 1	 hour	 daily	 at	 noon	 on	working	 days	 and	were	 encouraged	 to	

perform	outdoor	activities	in	their	own	time.	

	

The	sunbathing	time	in	papers	IV	and	V	was	divided	equally	between	both	sides	

of	 the	 body	 and	 varied	 according	 to	 Fitzpatrick’s	 skin	 phototype	 (Fitzpatrick	

1988),	 the	 disease	 group,	 the	 severity	 and	 the	 season.	 The	 first	 solar	 UVR	

exposure	 times	 ranged	 from	 20–90	min	 for	 psoriasis	 and	 15–30	min	 for	 AD	

patients	and	the	time	was	increased	to	90	min	within	a	week,	and	even	to	300	

min	for	psoriasis	and	120	min	for	AD	in	cases	of	skin	phototype	IV.	The	scheduled	

exposures	 took	 place	 in	 the	 mornings	 or	 afternoons	 without	 sunscreens.	 A	

sunscreen	was	made	liberally	available	thereafter.	Nurses	were	on	hand	at	all	

times.	
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Table	III.	Ultraviolet	radiation	exposure	locations,	time	periods,	exposure	instructions	and	

average	daily	available	doses	ultraviolet	B	radiation.		
 

Group Location Dates Daily available UVB 
radiation dose (SED), 

mean (range) 

Maximum 
UV index 

I (n = 10) Sodankylä, Finland (67°N, 26°E) 17.3. – 1.4.20131 5.5 (4.1 – 7.3)3,4 1.2 
II (n = 5) Sodankylä, Finland (67°N, 26°E) 7.4. – 17.4.20142 9.6 (4.5 – 13.2)3 2.3 
III (n = 3) Sodankylä, Finland (67°N, 26°E) 18.4. – 20.4.20141 13.0 (10.4 – 15.3)3 2.7 
IV (n = 7) Lahti, Finland (61°N, 25°E) 2.4. – 12.4.20132 12.1 (9.1 – 15.4)5 2.7 

1Maximum	exposure	during	holiday	outdoor	activities,	2Walking	outdoors	for	1	hour	daily	at	noon	on	working	

days,	3NILU-UV	measurements	from	FMI-ARC,4Local	Robertson-Berger	meter,5Spectroradiometer	measurements	

from	FMI,	Jokioinen	Observatory.		

7.2.2 Empowerment methods (IV, V) 
	

	
The	 focus	 of	 heliotherapy	 has	 traditionally	 been	 on	 sunbathing	 and	 topical	

treatment	of	 psoriasis	 and	AD,	 and	while	 various	 empowering	methods	have	

been	 involved,	 they	 have	 not	 necessarily	 been	 systematically	 reported	 or	

analysed	(Snellman	et	al.	1993,	Autio	et	al.	2002,	Mork	and	Wahl	2002,	Vähävihu	

et	al.	2008)	until	recently	(Wahl	et	al.	2015).	Patient	education	has	been	a	recent	

focus	of	interest	as	a	means	of	empowerment	for	the	patients	and	to	help	them	

to	cope	with	their	skin	disease.	A	review	by	de	Bes	et	al.	(2011)	showed	that	such	

education	 is	 effective	 in	 improving	 the	 HRQoL	 of	 patients	 and	 reducing	 the	

perceived	severity	of	the	disease.	Consequently,	the	role	of	adjunctive	patient	

education	during	HT	was	strengthened	in	2012,	so	that	the	current	empowering	

heliotherapy	(EHT)	protocol	consists	of	meeting	peers	and	sharing	experiences,	

adopting	 a	 healthy	 life-style,	 engaging	 in	 physical	 and	 mental	 exercise	 and	

attaining	 the	ability	 to	 cope	with	a	 chronic	 skin	disease.	 The	 staff	of	 the	EHT	

courses	consists	of	nurses,	physiotherapists	and	psychologists.	This	means	that	

the	 outcomes	 may	 differ	 from	 those	 of	 traditional	 HT	 courses,	 and	 some	
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additional	benefits	have	already	been	shown	 in	 the	case	of	psoriasis	patients	

(Wahl	et	al.	2015).	

			The	two-week	courses	for	psoriasis	and	AD	patients	referred	to	 in	papers	IV	

and	V	were	arranged	by	the	Finnish	Psoriasis	Association	(Psoriasisliitto)	and	the	

Finnish	Central	Organization	for	Skin	Patients	(Iholiitto	ry)	in	Puerto	Rico	(27°N,	

15°W),	 Canary	 Islands,	 Spain,	 between	 October	 2012	 and	 April	 2013.	 They	

included	an	orientation	day	before	EHT	and	a	reunion	weekend	three	months	

afterwards.	The	 total	 cost	per	patient	was	€2450,	of	which	 the	patient’s	own	

contribution	was	€400.	Paper	IV	reports	on	a	pilot	study	focusing	on	one	course,	

while	paper	V	assesses	twelve	courses,	including	that	of	paper	IV.	

			The	supporting	programme	during	the	EHT	courses	included	teaching	in	self-

management	and	a	healthy	life-style,	group	discussions	and	physical	exercise	for	

both	 groups	 of	 patient.	 Two	 nurses	 and	 two	 physiotherapists	 experienced	 in	

group	leadership	and	rehabilitation	were	available	for	the	psoriasis	patients,	and	

the	empowering	programme	 included	 interactive	teaching	on	themes	such	as	

psoriasis	as	a	chronic	disease	(2h),	safe	sunbathing	(1h),	the	benefits	of	sleep	and	

rest	 (2h),	 skin	 care	 and	 pain	 relief	 (2h),	nutrition	 and	 health	 (1h)	 and	weight	

control	(1h).	Three	mentored	group	discussions	(5-6h)	were	arranged	in	which	

the	 patients	 could	 share	 their	 thoughts	 on	 living	 with	 psoriasis	 and	 their	

experiences	of	different	treatment	modalities,	discuss	the	achieving	of	a	healthy	

life-style	 and	 exchange	 tips	 for	 stopping	 smoking	 and	 coping	 with	 stress.	

Scheduled	 physical	 exercise	 (24h)	 included	 trekking,	 gymnastics	 and	 water	

sports.	

			A	group	leader,	a	nurse	and	a	psychologist	were	available	for	the	AD	patients	

during	the	EHT	courses,	where	the	interactive	teaching	included	themes	such	as	

atopic	dermatitis	as	a	chronic	skin	disease	(2h),	safe	sunbathing	(1h),	skin	care	

and	 self-management	 (2h),	 nutrition	 and	 health	 (1h)	 and	 information	 about	
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patient	 organizations	 (1h).	 The	 group	 discussions	 with	 a	 psychologist	 (6h)	

included	topics	such	as	mental	well-being,	psychosomatics	and	acceptance	of	a	

chronic	skin	disease.	The	aim	was	 to	empower	 the	patients,	 support	self-care	

and	 increase	general	well-being.	Physical	exercise	 (11h)	consisted	of	 trekking,	

gymnastics	and	water	sports.	

7.2.3 Measurement of UV radiation doses (III, IV) 
 

The	 vernal	 solar	 UVR	 dose	 administered	 to	 the	 subjects	 in	 paper	 III	 was	

measured	 using	 personal	 dosimeters	 (VioSpor	 Blue	 Line	 Type	 II,	 BioSense,	

Bornheim,	Germany)	attached	to	the	upper	arms	or	wrists	with	straps	(Quintern	

et	 al.	 1997,	 Thieden	 et	 al.	 2000,	 Vähävihu	 et	 al.	 2010b).	 Blue	 Line	 Type	 II	

dosimeters	can	detect	UVB	radiation	doses	ranging	from	1.0	to	55	SED.	Fourteen	

subjects	in	groups	I-III	in	paper	III	had	a	personal	dosimeter,	and	one	subject	in	

group	IV	wore	a	dosimeter	to	demonstrate	the	UV	dose	acquired	by	all	those	in	

the	group	(Table	III).	

			The	 ambient	 solar	 UVR	 data	 were	 obtained	 from	 NILU-UV	 multichannel	

radiometer	recordings	(Høiskar	et	al.	2003)	made	at	the	Finnish	Meteorological	

Institute’s	 Arctic	 Research	 Centre	 (FMI-ARC)	 in	 Sodankylä	 or	 were	measured	

locally	 using	 a	 Robertson-Berger	meter	 (Solar	 Light	Model	 501	UV-meter	 s/n	

635;	Solar	Light	Co.	 Inc.,	Glenside,	PA,	U.S.A.)	 (Robertson	1968,	Berger	1976).	

The	NILU-UV	radiometer	was	calibrated	by	Innovation	Nilu	AS	by	reference	to	

the	NIST	(Gaithersburg,	MD,	U.S.A.)	and	was	placed	on	the	roof	of	the	FMI-ARC	

sounding	station	to	collect	data	as	one-minute	averages.	The	Robertson-Berger	

meter	 is	 calibrated	 annually	 by	 the	 Radiation	 and	 Nuclear	 Safety	 Authority,	

Helsinki,	Finland,	also	by	reference	to	NIST.	Its	calibration	uncertainty	(2s)	is	8%.	
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The	meter	was	placed	on	a	high	roof	near	the	UVR	exposure	area.	As	there	were	

no	ambient	UVR	measurements	available	for	Lahti,	use	was	made	of	UVR	data	

obtained	at	Jokioinen	(61°N)	with	the	FMI’s	Brewer	spectroradiometer	(Lakkala	

et	 al.	 2008),	 which	 was	 calibrated	 by	 reference	 to	 the	MIKES-Aalto	 National	

Standards	 Laboratory.	 Comparisons	 with	 the	 European	 reference	

spectroradiometer	 have	 shown	 that	 discrepancies	 are	 less	 than	 +-	 5%	

(www.pmodwrc.ch/wcc_uv).	

			The	 personal	 UVB	 doses	 received	 by	 the	 patients	 during	 the	 EHT	 course	 in	

paper	IV	were	also	measured	using	personal	dosimeters	(VioSpor	Blue	Line	Type	

III)	 (Quintern	et	al.	1997,	Vähävihu	et	al.	2010b).	The	dosimeter	was	replaced	

after	the	first	week	to	avoid	saturation.	Type	III	dosimeters	detect	doses	ranging	

from	1.5	to	90	SED.	The	dosimeters	were	attached	to	the	patients’	upper	arms	

or	wrists	with	straps,	and	during	sunbathing	they	were	placed	on	towels	beside	

the	patients	(Thieden	et	al.	2000).	Eighteen	psoriasis	and	12	AD	patients	wore	

dosimeters.	The	ambient	maximum	solar	UV	irradiance	was	measured	as	a	mean	

dose	for	2	VioSpor	Type	III	dosimeters	at	a	time,	the	meters	being	put	in	an	open	

place	and	replaced	every	second	day	to	avoid	saturation.	The	Spanish	Agency	of	

Meteorology	(Agencia	Estatal	de	Meteorología;	www.aemet.es)	supplied	global	

solar	 UV	 irradiance	 data	 from	 the	 nearby	 Maspalomas	 C.	 Insular	 Turismo	

weather	station	(distance	15	km).	The	first	EHT	week	was	rainy	and	cloudy,	but	

the	second	week	was	sunny.	Maximum	UV	indices	varied	between	5	and	8.	
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7.2.4 Assessment of psoriasis and atopic dermatitis severity (I, IV, V) and 
health-related quality of life (IV, V) 

	
	

The	severity	of	psoriasis	was	assessed	in	papers	I	and	IV	using	the	Psoriasis	Area	

and	 Severity	 Index	 (PASI)	 and	 in	papers	 IV	and	 V	using	 the	 Self-Administered	

Psoriasis	Area	and	Severity	 Index	(SAPASI).	 In	the	case	of	AD,	disease	severity	

was	assessed	using	the	Scoring	of	Atopic	Dermatitis	(SCORAD)	questionnaire	in	

paper	 IV,	while	 the	 patients	 in	 papers	 IV	and	 V	 filled	 in	 the	 Patient-Oriented	

Scoring	of	Atopic	Dermatitis	(PO-SCORAD)	questionnaire.	Disease	severity	and	

pruritus	were	assessed	globally	using	 the	Visual	Analogue	Scale	 (VAS).	All	 the	

assessments	were	made	at	the	beginning	and	end	of	the	intervention	and	three	

months	afterwards	 (IV,	V).	For	the	HRQoL	assessments	 in	papers	 IV	and	V	we	

used	 a	 dermatology-specific	 measure,	 the	 Dermatology	 Life	 Quality	 Index	

(DLQI),	 and	 a	 generic	 measure,	 RAND-36.	 Physical	 and	 mental	 component	

summary	scores	were	calculated	from	the	eight	RAND-36	subscales.	

7.2.5 Measurement of S-25(OH)D and estimation of dietary vitamin D 
intake (I-IV) 

	

Blood	 samples	 for	 S-25(OH)D	 measurements	 were	 taken	 before,	 during	 and	

after	 the	 interventions	 as	 described	 in	 papers	 I-IV.	 Blood	 was	 collected	 into	

Vacuette®	Z	Serum	Clot	Activator	Tubes	with	a	Gel	Separator	(ref.	no.	454078,	

Greiner	 Bio-One	 International	 GmbH,	 Kremsmünster,	 Austria).	 	 The	 samples	

were	 light-protected	and	centrifuged.	The	sera	were	separated	out	 into	 light-

protected	secondary	tubes	(Mekamini,	ref.	no.	12513,	Mekalasi	Oy,	Nurmijärvi,	

Finland),	and	frozen	at	-20°C	until	analysed.	The	S-25(OH)D	concentration	was	

measured	 in	duplicate	using	 IDS	RIA	(Immunodiagnostic	Systems,	Boldon,	UK)	
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for	papers	I	and	IV,	and	using	ECLIA	(Elecsys®	Total	Vitamin	D,	Roche	Diagnostics,	

Mannheim,	Germany)	for	papers	II	and	III.	

			We	evaluated	the	validity	of	the	S-25(OH)D	measurements	and	compared	the	

IDS	RIA	and	ECLIA	analysis	methods	in	paper	II	by	taking	multiple	blood	samples	

(Fig.	2).	We	also	studied	the	effect	of	using	two	types	of	secondary	tube	on	the	

S-25(OH)D	results.	In	addition	to	using	Mekamini	tubes,	one	set	of	samples	was	

separated	out	 into	transparent	Vacuette®	Secondary	Tube	Multiplex	PP	tubes	

(ref.	no.	459001),	which	were	light-protected	with	aluminium	foil.	We	ensured	

that	 our	 sample	 handling	 accuracy	 corresponded	 to	 that	 of	 an	 accredited	

laboratory	(Fimlab	Laboratoriot	Oy,	Tampere,	Finland)	by	sending	whole	blood	

samples	in	Vacuette®	LH	Lithium	Heparin	Tubes	(ref.	no:	454056)	to	Fimlab	for	

centrifuging,	 separation	 and	 ECLIA	 analysis	 and	 comparing	 the	 results	 with	

samples	centrifuged	and	separated	by	us.	The	within-run	variation	in	the	ECLIA	

analyses	was	assessed	by	analysing	a	small	proportion	of	the	samples	twice.	

			The	plasma	parathyroid	hormone	samples	discussed	in	paper	II	were	taken	at	

the	onset	of	 the	 trial	 and	at	14	weeks.	Blood	was	 collected	 into	EDTA	 tubes,	

centrifuged	 and	 analysed	 by	 immunochemiluminometric	 assay.	 The	 dietary	

vitamin	D	intake	was	estimated	with	a	Food	Frequency	Questionnaire	(II,	III).	

	

	

	

	

	

	

	

	

	



	

	68 

	

Figure	2.	Protocol	used	 for	analysing	 the	validity	of	 the	S-25(OH)D	 samples.	Unpublished	

data.	

	

7.2.6 Statistical analyses (I-V)   
	
	

The	sample	size	calculation	in	paper	I	was	based	on	previous	experience	(Ala-

Houhala	et	al.	2012a)	and	suggested	that	the	cohort	should	include	15	psoriasis	

patients	and	15	healthy	subjects.	The	groups	were	compared	statistically	using	

Student’s	t-test,	a	permutation	test	or	the	χ2	test	as	appropriate.	The	changes	

occurring	 among	 the	 patients	 with	 psoriasis	 and	 the	 healthy	 subjects	 were	

analysed	 by	 applying	 a	 permutation	 test	 to	 the	 relevant	 samples.	 Repeated	

measures	were	analysed	using	generalizing	estimating	equation	 (GEE)	models	

with	unstructured	correlations	assessed	using	bootstrap-type	standard	error.	
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The	 sample	 size	 calculation	 in	paper	 II	 was	 designed	 to	 show	 an	 inter-group	

difference	in	S-25(OH)D	of	at	least	12	nmol	L-1,	with	an	α-value	of	0.05	and	a	β-

value	of	0.90.	An	assumed	SD	of	9	nmol	L-1	for	the	S-25(OH)D	analyses	at	50	nmol	

L-1	was	used.	It	was	decided	that	12	volunteers	per	group	should	complete	the	

trial.	 Confidence	 intervals	 of	 95%	 were	 obtained	 by	 bias-corrected	

bootstrapping	 using	 5000	 replications.	 An	 analysis	 of	 t-test	 co-variance	

(ANCOVA)	was	used	for	the	statistical	comparisons.	 In	the	case	of	violation	of	

the	 assumptions	 (e.g.	 non-normality),	 a	 bootstrap-type	 test	 was	 used.	

Longitudinal	 measures	 for	 continuous	 outcomes	 were	 analysed	 using	 a	

bootstrap-type	GEE	model.	No	adjustment	was	made	for	multiple	testing.	When	

comparing	the	increases	in	S-25(OH)D	concentrations,	the	model	was	adjusted	

for	the	baseline	value,	body	mass	index	(BMI)	and	Fitzpatrick’s	skin	phototype	

(Fitzpatrick	1988).	Pearson’s	χ2	test	was	used	when	comparing	nominal	data.	The	

STATA	13.1	(StataCorp	LP,	College	Station,	TX,	USA)	statistical	package	was	used	

for	the	analyses.	

	

The	sample	size	calculation	in	paper	III	was	designed	to	show	an	increase	in	S-

25(OH)D	of	at	least	15	nmol	L-1	with	an	α-value	of	0.05	and	a	β-value	of	0.80.	An	

assumed	SD	of	15.5	nmol	L-1	for	the	S-25(OH)D	analyses	was	used.	It	was	decided	

that	 16	 volunteers	 should	 complete	 the	 trial.	 The	 strength	 of	 the	 adjusted	

relationship	between	the	baseline	S-25(OH)D	concentrations	and	their	changes	

after	 the	 solar	 UVR	 exposure	 period	 was	 described	 by	 means	 of	 a	 partial	

correlation	 coefficient.	 The	 significance	 of	 the	 change	 in	 S-25(OH)D	

concentrations	was	calculated	using	the	paired-samples	t-test,	and	Pearson’s	χ2	

test	was	used	when	comparing	nominal	data.	All	the	analyses	were	performed	

using	STATA	14	(StataCorp	LP,	College	Station,	TX).	
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The	size	of	the	group	in	paper	IV,	was	decided	by	the	patient	associations,	and	

thus	no	calculations	were	required.	The	data	are	presented	as	means	with	SDs	

or	as	counts	with	percentages.	Confidence	intervals	(95%	CI)	were	obtained	by	

bias-corrected	bootstrapping	using	5000	replications.	ANCOVA	was	used	for	the	

statistical	 comparisons,	 and	 longitudinal	 measures	 for	 continuous	 outcomes	

were	analysed	using	a	bootstrap-type	GEE	model.	No	adjustment	was	made	for	

multiple	 testing.	When	comparing	 increases	 in	S-25(OH)D	concentrations,	 the	

model	was	standardized	with	respect	to	age,	sex	and	BMI.	Pearson’s	χ2	test	was	

used	 when	 comparing	 nominal	 data.	 The	 STATA	 13.1	 (StataCorp	 LP,	 College	

Station,	TX,	USA)	statistical	package	was	used	for	the	analyses.	

	

The	size	of	the	group	in	paper	V	was	again	decided	by	the	patient	associations,	

and	thus	no	calculations	were	made.	Repeated	data	were	analysed	using	GEE	

models,	as	in	paper	III.	Regression	analysis	was	used	to	model	the	relationship	

between	 the	 change	 in	 global	 VAS	 and	 the	 QoL	 measures.	 Bonferroni	

adjustments	were	performed	to	correct	the	significance	levels	for	the	multiple	

test.	 The	 normality	 of	 the	 variables	 was	 evaluated	 using	 the	 Shapiro-Wilk	

statistics.	The	Stata	14.0	statistical	package	of	StataCorp	LP	(College	Station,	TX,	

USA)	was	used	for	the	analyses.	

	

The	 significances	of	 the	differences	between	mean	S-25(OH)D	concentrations	

measured	by	different	analysis	methods	were	calculated	using	the	independent-

samples	t-test	and	the	correlations	using	Pearson	correlation.	The	analyses	were	

performed	 using	 IBM	 SPSS	 Statistics	 for	Macintosh,	 version	 21.0	 (IBM	 Corp.,	

Armonk,	NY,	U.S.A.).	
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8 Results 

8.1 Effect of NB-UVB exposures on S-25(OH)D levels in 
psoriasis patients and healthy subjects receiving vitamin D 
supplementation (I) 

	
	

The	psoriasis	patients	and	healthy	control	subjects	received	oral	cholecalciferol	

20	μg	daily	before,	during	and	after	the	NB-UVB	exposures,	which	were	given	

three	 times	 a	week.	 The	mean	 cumulative	 dose	 received	 by	 the	 12	 psoriasis	

patients	during	9	exposures	was	4.49	±	0.44	J	cm-2	(26.4	±	2.6	SED),	while	that	

received	by	the	remaining	9	patients	during	18	exposures	was	15.63	±	1.67	J	cm-

2	(91.9	±	9.8	SED).	The	mean	total	dose	received	by	the	15	healthy	subjects	in	9	

exposures	was	4.37	±	0.55	J	cm-2	(25.7	±	3.2	SED)	(Table	II,	IV).	The	total	doses	

provided	by	the	9	exposures	did	not	differ	between	the	groups	(p	=	0.57).	

			The	 baseline	 S-25(OH)D	 level	 was	 74.1	 ±	 22.9	 nmol	 L-1	 in	 the	 12	 psoriasis	

patients	and	74.3	±	14.8	nmol	L-1	in	the	15	healthy	subjects.	None	of	the	subjects	

had	a	level	<	50	nmol	L-1.	By	the	9th	NB-UVB	exposure	S-25(OH)D	had	increased	

by	13.2	nmol	L-1	(95%	CI	7.2–24.9,	p	=	0.0029)	in	the	psoriasis	patients	and	by	

17.0	nmol	L-1	(95%	CI	6.7–21.0,	p	<	0.001)	in	the	healthy	subjects	(Fig.	3,	Table	

IV),	and	by	the	18th	exposure	it	had	increased	by	49.4	nmol	L-1	(95%	CI	35.9–64.6,	

p	=	0.0039)	in	the	9	psoriasis	patients	(Table	IV).	The	PASI	score	improved	from	

8.7	(range	4.0–16.2)	at	the	baseline	to	6.4	(range	2.1–12.8)	at	the	9th	exposure	

and	4.5	(range	1.1–8.2)	at	the	18th	(p	<	0.001).	One	month	after	exposures,	S-

25(OH)D	was	still	29.9	nmol	L-1	(95%	CI	13.6–49.0;	p	=	0.0078)	above	the	baseline	
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in	the	8	psoriasis	patients	and	17.5	nmol	L-1	(95%	CI	10.1–24.9;	p	<	0.001)	above	

in	the	15	healthy	subjects.		

			Baseline	levels	of	CYP27A1	and	CYP27B1	mRNA	expression	were	significantly	

lower	(p	<	0.001)	in	the	psoriasis	patients	than	in	the	healthy	subjects.	Baseline	

mRNA	expression	of	cathelicidin	was	similar	in	the	psoriasis	lesions	and	in	the	

normal	skin	of	healthy	subjects,	but	human	beta	defensin	2	mRNA	levels	were	

significantly	(p	<	0.001)	higher	in	the	psoriasis	lesions.	

			NB-UVB	exposure	did	not	alter	the	CYP27A1,	CYP27B1	and	cathelicidin	mRNA	

expression	levels	in	the	psoriasis	patients,	but	the	human	beta	defensin	2	mRNA	

expression	level	decreased	significantly	(p	=	0.002).	In	the	healthy	subjects	NB-

UVB	 exposure	 significantly	 reduced	 the	 CYP27A1,	 CYP27B1	 and	 cathelicidin	

mRNA	expression	levels,	while	human	beta	defensin	2	increased	slightly.	

	

Figure	3.	 S-25(OH)D	 levels	before	and	after	 the	9th	NB-UVB	exposure	 in	12	patients	with	

psoriasis	and	15	healthy	subjects,	all	receiving	oral	cholecalciferol	20	µg	daily.	
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Table	IV.	Mean	S-25(OH)D	concentrations	at	baseline	and	at	the	end	of	the	interventions	in	

papers	I-IV.	

	

Paper Group 
Mean 

S-25(OH)D 
at baseline, 

nmol L-1 

Mean 
S-25(OH)D at 
end, nmol L-1 

Change from baseline, 
nmol L-1 (95% CI), 

p-value 

Cumulative mean UVB 
dose, SED (range) 

I                                          
NB-UVB 

exposures, 
Waldmann 

7001 

Psoriasis patients 
(n = 12) 74.1 ± 22.9 87.3 ± 16.0 13.2 (7.2–24.9, 

p = 0.0029) 

9th exposure 
26 (19–28) 

18th exposure 
92 (77–102) 

Healthy subjects 
(n = 15) 74.3 ± 14.8 91.3 ± 17.1 17.0 (6.7–21.0, 

p < 0.001) 26 (19–28) 

 
II                                       

NB-UVB 
exposures 
Waldmann 

7002 
 

Healthy subjects 
(intervention) 

(n = 16) 
78.3 ± 36.1 88.7 ± 29.2 

 
11.7 (1.9–20.0, 

p = 0.029) 
 

25 

Healthy subjects 
(control) 
(n = 18) 

76.8 ± 26.6 65.8 ±23.9 
 

–11.1 (–19.4 to –2.7, 
p = 0.022) 

 
none 

III                            
Vernal solar 
UV radiation 

Healthy subjects 
(n = 25) 88.6 ± 32.6 88.5 ± 29.4 –0.1 (–3.2 to 3.2, 

p = 0.971) 12 (2–23) 

IV 
Empowering 
heliotherapy 

Psoriasis patients 
(n = 22) 86.6 ± 20.0 100.4 ± 17.2 13.8 (8.6–19.0, 

p < 0.001) 30 (22–39) 

Atopic dermatitis 
patients 
(n = 13) 

84.1 ± 16.0 104.6 ± 24.4 20.5 (14.0–25.6, 
p < 0.001) 43 (3–54) 
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8.2 Effect of NB-UVB exposures on the maintenance of S-
25(OH)D levels (II) 

	
	

The	 intervention	 group	 received	 13	 NB-UVB	 exposures	 over	 24	 weeks	 from	

October	to	April,	totalling	4.25	J	cm-2	(25	SED).	The	mean	±	SD	daily	vitamin	D	

intake	at	onset	was	7.0	±	3.7	μg	in	the	intervention	group	and	6.7	±	2.2	μg	in	the	

control	group	(p	=	0.78).	The	mean	baseline	S-25(OH)D	concentration	in	October	

was	78.3	nmol	L-1	in	the	intervention	group	and	76.8	nmol	L-1in	the	control	group	

(Table	IV,	Fig.	4),	showing	a	moderate	negative	correlation	with	BMI	(r	=	–0.43,	

p	=	0.012).	Three	subjects	in	each	group	had	baseline	vitamin	D	insufficiency,	i.e.	

S-25(OH)D	 <	 50	 nmol	 L-1.	 The	mean	 ±	 SD	 concentrations	 in	 the	 intervention	

group	peaked	at	104.5	±	40.2	nmol	L-1	in	February,	i.e.	in	week	20	(Fig.	4),	and	

showed	 a	 mean	 increase	 of	 11.7	 nmol	 L-1	 (p	 =	 0.029)	 by	 the	 end	 of	 the	

intervention	period,	in	April	(week	26),	at	which	point	the	mean	for	the	control	

group	 had	 decreased	 by	 11.1	 nmol	 L-1	 (p	 =	 0.022,	 Table	 IV,	 Fig.	 4).	 One	

intervention	 subject	 and	 four	 control	 subjects	 had	 vitamin	 D	 insufficiency	 in	

week	 26.	 The	 difference	 between	 the	 groups	was	 statistically	 significant	 (p	 <	

0.001)	 when	 adjusted	 for	 the	 baseline	 value,	 BMI	 and	 Fitzpatrick’s	 skin	

phototype	(Fitzpatrick	1988).	After	the	1-month	follow-up	period	 i.e.	by	week	

30,	the	mean	S-25(OH)D	level	in	the	intervention	group	had	decreased	by	10.6	

nmol	L-1	(p	<	0.001)	and	that	in	the	control	group	by	2.7	nmol	L-1	(p	=	0.18;	Table	

IV,	Fig.	4).	
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Figure	4.	S-25(OH)D	concentrations	 in	 the	NB-UVB-treated	and	control	groups	during	 the	

intervention	(weeks	0–26)	and	follow-up	periods	(weeks	26–30).	
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8.3 Effect of vernal solar UVR on S-25(OH)D levels (III) 
	
	

The	mean	daily	vitamin	D	intake	of	the	25	subjects	was	8.5	±	3.2	µg	and	the	mean	

baseline	S-25(OH)D	concentration	was	88.6	±	32.6	nmol	L-1.	Four	subjects	with	

baseline	S-25(OH)D	below	90	nmol	L-1	and	six	subjects	with	baseline	S-25(OH)D	

above	90	nmol	L-1	had	been	receiving	a	mean	daily	vitamin	D	supplementation	

of	13.3	±	7.3	µg	(range	5–25	µg)	prior	to	the	one-month	washout	period.	The	

mean	dose	did	not	differ	 significantly	between	 the	groups	 (p	=	0.081).	 Three	

subjects	had	S-25(OH)D	<	50	nmol	L-1	at	onset	and	at	the	end.	The	mean	personal	

total	UVB	dose	was	11.8	±	4.9	SED	over	a	mean	of	12.3	±	4.3	hours	spent	out	of	

doors	 (Table	 II).	 The	 mean	 available	 daily	 UVB	 dose	 was	 9.4	 SED	 and	 the	

maximum	 UV	 indices	 were	 1.1–2.7	 (Table	 III).	 The	 mean	 S-25(OH)D	

concentration	showed	a	non-significant	decrease	of	0.1	nmol	L-1	(p	=	0.971)	after	

the	 exposures,	 but	 the	 baseline	 S-25(OH)D	 levels	 had	 an	 inverse	 relationship	

with	 the	 percentage	 change	 after	 exposure	when	 adjusted	 for	 age,	 BMI	 and	

Fitzpatrick’s	skin	phototype	(Fitzpatrick	1988)	(r	=	-0.51,	p	=	0.011;	Fig.	5).	

			The	 baseline	 S-25(OH)D	 concentrations	 <	 90.0	 nmol	 L-1	 increased	 after	

exposure,	 whereas	 concentrations	 >	 90.0	 nmol	 L-1	 decreased	 in	 all	 subjects	

except	one	(Fig.	5).	The	mean	S-25(OH)D	concentration	 in	the	<	90.0	nmol	L-1	

group	(n	=	13)	increased	from	62.4	nmol	L-1	to	68.4	nmol	L-1	(p	<	0.001)	and	that	

in	the	>	90.0	nmol	L-1	group	(n	=	12)	decreased	from	116.9	nmol	L-1	to	110.3	nmol	

L-1	(p	<	0.01)	(Fig.	5).	The	mean	BMIs	were	24.5	and	22.2	kg	m-2,	respectively	(p	

=	 0.16).	 The	 correlation	 between	 BMI	 and	 baseline	 S-25(OH)D	 was	 non-

significant	(r	=	–0,272,	p	=	0.19).	The	total	UVB	doses	received	by	the	volunteers	

correlated	with	the	number	of	hours	spent	out	of	doors	 (r	=	0.612,	p	=	0.02),	

whereas	no	correlation	was	found	between	the	UVB	doses	and	the	changes	in	



	

	 77 

S-25(OH)D	 concentrations.	 There	 were	 no	 differences	 in	 baseline	 S-25(OH)D	

levels,	changes	in	S-25(OH)D	levels	or	UVB	doses	between	the	March	and	April	

groups,	nor	were	there	any	differences	in	demographic	variables	or	UVB	doses	

between	the	<	90.0	nmol	L-1	and	>	90.0	nmol	L-1	subgroups.	

	

Figure	 5.	 Relationship	 of	 changes	 in	 S-25(OH)D	 levels	 after	 solar	 ultraviolet	 radiation	

exposure	to	baseline	concentrations.		

	

	
 
                R adjusted for age, body mass index and Fitzpatrick’s skin phototype, p = 0.011 
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8.4 Effect of empowering heliotherapy on S-25(OH)D levels, 
disease severity and quality of life in psoriasis and atopic 
dermatitis patients (IV, V) 

	
	
UVR	exposures,	S-25(OH)D	concentrations	and	disease	severity	in	paper	IV	
	
The	psoriasis	patients	studied	in	paper	IV	received	a	mean	UVB	dose	of	30	±	16	

SED	during	EHT	and	 the	AD	patients	43	±	16	SED	 (Table	 II),	 i.e.	 there	was	no	

significant	difference	(p	=	0.062).	No	patient	had	baseline	S-25(OH)D	<	50	nmol	

L-1.	The	correlation	between	baseline	S-25(OH)D	and	BMI	was	non-significant	(r	

=	–0.233,	p	=	0.212).	During	EHT	the	S-25(OH)D	levels	increased	by	13.8	nmol	L-

1	from	86.6	±	20.0	nmol	L-1	(p	<	0.001)	in	the	psoriasis	patients	and	by	20.5	nmol	

L-1	 (p	<	0.001)	from	84.1	±	16.0	nmol	L-1	 in	the	AD	patients.	The	 increase	was	

similar	 (p	 =	 0.56)	 in	 both	 groups.	 Three	 months	 after	 EHT	 the	 levels	 had	

decreased	in	both	groups	to	the	pre-EHT	values.	

			The	mean	baseline	PASI	score	was	3.1	±	3.2	and	that	of	the	SAPASI	score	7.4	±	

5.8,	with	 a	 close	 and	 significant	 correlation	 (r	 =	 0.738,	 p	 <	 0.001).	 The	mean	

SCORAD	score	was	21.6	±	16.9	and	PO-SCORAD	was	36.7	±	15.5,	also	with	a	close,	

significant	 correlation	 (r	 =	 0.932,	 p	 <	 0.001).	 The	 mean	 SAPASI	 decreased	

significantly	by	4.9	units	 (p	<	0.001)	during	EHT	and	the	PO-SCORAD	 index	by	

19.5	units	(p	<	0.001).	

	

Health-related	quality	of	life	and	disease	severity	at	the	end	of	heliotherapy	in	
paper	V	

The	mean	DLQI	score	observed	in	paper	V	decreased	by	5.4	units	from	8.2	±	5.9	

(p	<	0.001)	in	the	psoriasis	patients	and	by	7.7	units	from	10.4	±	5.5	(p	<	0.001)	

in	 the	AD	patients.	All	 the	 subscales	of	RAND-36	as	well	 as	 the	PCS	and	MCS	



	

	 79 

scores	improved	significantly	in	both	groups	(Table	V,	Fig	6).	The	mean	SAPASI	

decreased	by	5.0	units	from	7.4	±	5.8	(p	<	0.001)	and	the	PO-SCORAD	index	by	

24.0	units	from	36.7	±	15.5	(p	<	0.001).	Twenty	psoriasis	patients	(16%)	and	one	

AD	patient	(2%)	experienced	complete	clearance,	and	75%	clearance	was	seen	

in	 59	 psoriasis	 patients	 (46%)	 and	 27	 AD	 patients	 (46%).	 VAS	 indicated	 a	

significant	decline	in	disease	severity	and	pruritus	in	both	groups	(Table	V).	

	

Health-related	quality	of	life	and	disease	severity	after	heliotherapy	in	paper	V	

Three	months	 after	 EHT	 the	 DLQI	 scores	 reported	 in	paper	 V	 had	 decreased	

significantly	as	compared	with	the	initial	values	(Table	V,	Fig.	6),	the	mean	score	

for	the	psoriasis	patients	by	2.6	units	(p	<	0.001)	and	that	for	the	AD	patients	by	

4.8	units	(p	<	0.001).	The	DLQI	had	improved	to	a	clinically	significant	extent,	i.e.	

by	at	least	4	points	(Basra	et	al.	2015)	in	34/92	(37%)	psoriasis	patients	and	26/45	

(58%)	AD	patients.	The	decrease	in	SAPASI	was	2.7	units	(p	<	0.001)	and	that	in	

PO-SCORAD	 14.6	 units	 (p	 <	 0.001).	 All	 but	 one	 of	 the	 RAND-36	 subscales	

improved	in	the	psoriasis	patients	and	all	but	two	in	the	AD	patients,	while	the	

PCS	and	MCS	scores	improved	in	both	patient	groups	(Table	V).	 In	VAS	terms,	

global	disease	severity	and	pruritus	had	decreased	in	both	groups	(Table	V).	

	

Disease	severity	subgroup	outcomes	

When	the	patients	were	divided	by	disease	severity	into	mild	and	moderate-to-

severe	 subgroups,	 the	 cut-off	 points	 being	 a	 SAPASI	 score	 of	 10	 and	 a	 PO-

SCORAD	index	of	25,	the	patients	with	mild	psoriasis	(n	=	86)	had	a	mean	age	of	

51	years	(range	23–72),	62%	were	females	and	their	baseline	DLQI	was	6.7	±	4.8,	

whereas	those	with	moderate-to-severe	psoriasis	(n	=	33)	had	a	mean	age	of	48	

years	(range	20–71),	52%	were	females	and	their	baseline	DLQI	was	11.0	±	6.0.	
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The	former	had	a	mean	DLQI	improvement	of	1.7	±	5.4	and	the	latter	of	5.3	±	

6.0,	the	latter	improvement	being	clinically	significant.	The	groups	differed	only	

in	their	baseline	DLQI	(p	<	0.001).	The	patients	with	mild	AD	(n	=	16)	had	a	mean	

age	of	39	years	(range	20–74),	88%	were	females	and	their	baseline	DLQI	was	

5.6	±	3.1,	whereas	those	with	moderate-to-severe	AD	(n	=	43)	had	a	mean	age	

of	37	years	(range	19–65),	84%	were	females	and	their	baseline	DLQI	was	12.2	±	

5.2.	The	former	had	a	mean	DLQI	improvement	of	1.1	±	2.9	and	the	latter	6.3	±	

4.2,	the	latter	improvement	being	clinically	significant.	The	groups	differed	only	

in	their	baseline	DLQI	(p	<	0.001).	
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Table	V.	 Improvement	 in	 the	Dermatology	Life	Quality	 Index	 (DLQI),	RAND-36	scores	and	

disease	severity	measures	during	the	empowering	heliotherapy	course.	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

Bonferroni-adjusted	p-values	***	p	<	0.001,	**p	<	0.01,	*p	<	0.05	compared	with	day	1	of	heliotherapy.	
	

	

	

	

	

 
Psoriasis 

Baseline 
mean (SD) 

Δ Week 2 
Mean (95% CI) 

Δ Week 14 
Mean (95% CI) 

   SAPASI 7.4 (5.8) -5.0 (-5.9 to -4.1)*** -2.7 (-3.8 to -1.6)*** 
   VAS pruritus 3.4 (2.4) -2.0 (-2.4 to -1.7)*** -0.7 (-1.2 to -0.1)* 
   VAS global 4.1 (2.0) -2.0 (-2.3 to -1.7)*** -1.2 (-1.7 to -0.8)*** 
   DLQI 8.2 (5.9) -5.4 (-6.4 to -4.4)*** -2.6 (-3.7 to -1.4)*** 
   Physical function 73.6 (21.7) 5.3 (1.9 to 8.7)*** 5.0 (1.6 to 8.5)** 
   Physical role 46.2 (42.3) 14.4 (6.7 to 22.1)*** 15.3 (5.5 to 25.2)** 
   Bodily pain 58.3 (26.1) 7.5 (3.8 to 11.1)*** 6.7 (1.3 to 12.0)** 
   General health perceptions 48.5 (18.9) 6.1 (3.2 to 9.0)*** 5.0 (2.1 to 8.0)*** 
   RAND-36 physical component 41.1 (10.7) 2.7 (1.4 to 4.0)*** 3.9 (2.4 to 5.3)*** 
   Social function 68.9 (22.7) 10.8 (6.9 to 14.6)*** 6.6 (1.1 to 12.2)* 
   Emotional role 61.8 (42.3) 12.5 (3.8 to 21.3)** 7.5 (-2.5 to 17.5) 
   Vitality 50.6 (19.9) 15.9 (12.0 to 19.7)*** 9.3 (4.9 to 13.8)*** 
   Mental health 67.1 (18.1) 10.5 (7.1 to 13.8)*** 4.6 (0.6 to 8.5)* 
   RAND-36 mental component 45.7 (11.0) 6.1 (4.3 to 7.9)*** 3.0 (1.0 to 4.9)** 
 
Atopic dermatitis 

   

   PO SCORAD 36.8 (15.5) -24.0 (-27.3 to -20.1)*** -14.6 (-18.7 to -10.6)*** 
   VAS pruritus 4.5 (2.3) -3.4 (-4.0 to -2.8)*** -2.4 (-3.1 to -1.6)*** 
   VAS global 3.9 (2.1) -2.8 (-3.3 to -2.3)*** -1.9 (-2.5 to -1.4)*** 
   DLQI 10.4 (5.5) -7.7 (-9.1 to -6.4)*** -4.8 (-6.2 to -3.5)*** 
   Physical function 84.7 (16.6) 8.1 (3.5 to 12.8)** 6.3 (1.7 to 10.9)** 
   Physical role 56.6 (42.1) 15.5 (3.2 to 27.7)* 20.7 (5.4 to 36.0)* 
   Bodily pain 70.0 (24.4) 10.1 (2.7 to 17.4)** 2.7 (-4.8 to 10.3) 
   General health perceptions 56.0 (21.2) 8.1 (3.5 to 12.8)*** 6.3 (1.7 to 10.9)** 
   RAND-36 physical component 46.6 (8.8) 3.3 (1.5 to 5.2)** 2.8 (0.9 to 4.7)* 
   Social function 69.1 (24.7) 12.6 (6.2 to 19.0)*** 13.2 (5.4 to 21.1)*** 
   Emotional role 63.1 (41.7) 14.8 (1.0 to 28.7)* 16.1 (1.7 to 30.4)* 
   Vitality 55.5 (20.6) 15.5 (9.8 to 21.1)*** 5.8 (-0.3 to 11.8) 
   Mental health 67.6 (18.1) 11.9 (7.8 to 16.0)*** 5.4 (1.1 to 9.7)* 
   RAND-36 mental component 44.5 (10.5) 6.5 (3.9 to 9.2)*** 4.7 (2.4 to 7.1)** 
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Figure	 6.	 Improvements	 in	 mean	 Dermatology	 Life	 Quality	 Index	 (DLQI)	 and	 RAND-36	

physical	 and	 mental	 component	 summary	 scores	 in	 patients	 with	 psoriasis	 and	 atopic	

dermatitis	(AD).	
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8.5 S-25(OH)D measurement technique comparisons 
(unpublished data from the work reported in paper II) 

	
	
In	paper	II	the	S-25(OH)D	samples	(n	=	100)	were	analysed	by	IDS	RIA	and	ECLIA,	

the	 concentrations	 being	 137.0	 ±	 67.0	 nmol	 L-1and	 78.1	 ±	 27.4	 nmol	 L-1,	

respectively,	with	a	correlation	 r	=	0.593	 (p	<0.001)	 (Table	VI,	 Fig.	7).	 IDS	RIA	

detected	values	>	200	nmol	L-1	in	18	samples	(range	207–333	nmol	L-1),	while	the	

highest	value	in	ECLIA	was	151	nmol	L-1.	The	effect	of	the	choice	of	Mekamini	or	

Vacuette®	secondary	tubes	was	analysed	with	34	ECLIA	duplicates,	the	mean	S-

25(OH)D	 in	 the	 Mekamini	 tubes	 being	 76.6	 ±	 28.6	 nmol	 L-1	 and	 that	 in	 the	

transparent	Vacuette®	tubes	47.7	±	24.4	(Table	VI),	with	a	correlation	r	=	0.856	

(p	<	0.001).	34	blood	samples	from	the	same	patients	were	drawn	into	Vacuette®	

LH	Lithium	Heparin	primary	tubes	and	sent	to	an	accredited	laboratory	(Fimlab)	

for	 centrifugation,	 separation	 and	 ECLIA	 analysis,	 the	mean	 S-25(OH)D	 being	

67.9	±	25.7	nmol	L-1	(Table	VI).	The	correlation	between	the	samples	in	Mekamini	

tubes	processed	by	us	and	 those	 in	 the	primary	 tubes	sent	 to	Fimlab	was	 r	=	

0.978	(p	<	0.001),	while	that	between	the	samples	in	Vacuette®	tubes	processed	

by	us	and	the	Fimlab	results	was	r	=	0.896	(p	<	0.001).	The	within-run	analysis	of	

variation	in	ECLIA	performed	with	14	duplicates	in	Mekamini	tubes	resulted	in	

figures	of	85.4	±	35.5	nmol	L-1	and	86.6	±	37.2	nmol	L-1,	with	a	correlation	r	=	

0.992	(p	<	0.001)	(Table	VI).	
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Table	VI.	S-25(OH)D	concentrations	(nmol	L-1,	mean	±	SD)	measured	with	IDS	RIA	and	ECLIA	

using	different	sample	handling	techniques.	

	

	

	

Figure	7.	Correlation	between	S-25(OH)D	concentrations	(n	=	100)	measured	using	IDS	RIA	

and	ECLIA.	

	

	

 RIA 
S-25(OH)D 
in Mekamini 
tubes 
(n = 100) 

 

ECLIA 
S-25(OH)D in 
Mekamini 
tubes 
(n = 100) 

ECLIA 
S-25(OH)D  
in Mekamini 
tubes 
(n = 34) 

ECLIA 
S-25(OH)D  
in Vacuette® 
tubes 
(n = 34) 

ECLIA 
P-25(OH)D 
handled by 
Fimlab 
(n = 34) 

ECLIA 
S-25(OH)D in 
Mekamini tubes, 
variation 
analysis (n = 14)  

ECLIA 
S-25(OH)D in 
Mekamini tubes, 
variation 
analysis (n = 14)	

Mean ± SD 137.0 ± 67.0 78.1 ± 27.4 76.6 ± 28.6c 47.7 ± 24.4d 67.9 ± 25.7e 85.4 ± 35.5f 86.6	±	37.2g	

Correlations a-b: r = 0.593***   c-d: r = 0.856***   c-e: r = 0.978***   d-e: r = 0.896***   f-g: r = 0.992*** 
***p < 0.001 
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9  Discussion 

9.1 NB-UVB treatment increases S-25(OH)D levels in 
supplemented psoriasis patients and healthy subjects (I) 

	
	
It	has	been	shown	previously	that	NB-UVB	phototherapy	is	capable	of	raising	S-

25(OH)D	levels	in	psoriasis	patients	during	the	winter	(Osmancevic	et	al.	2009b,	

Vähävihu	et	al.	2010a,	Ryan	et	al.	2010,	Lesiak	et	al.	2011,	Romaní	et	al.	2012).	

The	baseline	S-25(OH)D	levels	in	these	studies	varied	from	36	to	71	nmol	L-1,	the	

number	of	NB-UVB	exposures	from	15	to	27	and	the	increase	in	S-25(OH)D	from	

66	 to	 163%.	 Where	 baseline	 S-25(OH)D	 levels	 were	 below	 60	 nmol	 L-1	 the	

increases	were	from	113	to	163%,	whereas	where	baseline	levels	were	over	60	

nmol	L-1	the	increases	were	smaller,	from	66	to	73%.	The	present	subjects	had	

been	receiving	supplements	of	20	µg	cholecalciferol	daily	prior	to	the	study,	and	

their	baseline	S-25(OH)D	concentrations	were	thus	higher,	74	nmol	L-1	in	both	

the	psoriasis	patients	and	the	healthy	subjects.	Nine	NB-UVB	exposures	raised	

the	S-25(OH)D	concentrations	by	17%	and	23%,	respectively,	and	the	patients	

who	 received	 18	NB-UVB	 exposures	 had	 an	 increase	 of	 58%.	 The	 results	 are	

comparable	 to	 those	of	Osmancevic	et	al.	 (2009b),	who	demonstrated	a	66%	

increase	in	S-25(OH)D	levels	in	psoriasis	patients	who	had	a	baseline	level	of	71	

nmol	L-1.	

			An	inverse	relationship	between	the	change	in	S-25(OH)D	level	following	UVR	

exposures	 and	 its	 baseline	 level	 has	been	 shown	previously	 (Edvardsen	et	 al.	

2007,	 Brustad	 et	 al.	 2007,	 Bogh	 et	 al.	 2010).	 One	 explanation	 may	 be	 the	
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homeostatic	S-25(OH)D	control	system,	which	ensures	stable	availability	despite	

high	 variations	 in	 vitamin	 D	 supply	 (Vieth	 1999).	 The	 highest	 S-25(OH)D	

concentration	measured	in	the	present	subjects	was	155	nmol	L-1.	One	patient	

had	an	exceptionally	high	baseline	S-25(OH)D	concentration	of	130	nmol	L-1,	but	

was	the	only	one	showing	a	decrease	after	the	NB-UVB	exposures,	perhaps	due	

to	this	negative	feedback	system.	

			On	account	of	volumetric	dilution	and	possibly	sequestration	of	vitamin	D	in	

the	adipose	tissue,	S-25(OH)D	levels	tend	to	be	lower	in	obese	subjects	(Drincic	

et	al.	2012,	Pannu	et	al.	2016).	The	BMI	of	the	psoriasis	patients	was	significantly	

higher,	and	a	high	BMI	is	known	to	be	associated	with	greater	prevalence	and	

severity	 of	 psoriasis	 (Herron	 et	 al.	 2005,	Wolk	 et	 al.	 2009).	 Interestingly,	 the	

baseline	 S-25(OH)D	 concentrations	 and	 their	 increase	 following	 NB-UVB	

exposures	 were	 similar	 in	 our	 psoriasis	 and	 control	 groups	 despite	 the	

significantly	higher	BMI	of	the	psoriasis	patients.	One	explanation	may	be	that	

the	 distance	 of	 the	 skin	 from	 the	UV	 lamp	during	 irradiation	 is	 less	 in	 obese	

subjects,	who	therefore	inevitably	receive	a	larger	UVB	dose	(Storan	et	al.	2014).	

The	calculated	total	dose	obtained	from	the	9	NB-UVB	exposures	was	26	SED	in	

both	 groups.	 Also,	 the	 groups	 differed	 in	 their	 gender	 distribution,	 42%	 of	

psoriasis	patients	being	females	as	compared	with	93%	in	healthy	subjects.	This	

difference	may	have	caused	a	bias,	as	given	the	same	BMI,	females	have	10%	

more	adipose	tissue	for	the	dilution	of	vitamin	D	(Jackson	et	al.	2002).	

			Ala-Houhala	 et	 al.	 (2012a)	 have	 shown	 previously	 that	 twelve	 NB-UVB	

exposures	totalling	48	SED	during	4	weeks	raised	S-25(OH)D	by	41	nmol	L-1	from	

53	 nmol	 L-1	 in	 healthy	 subjects,	 more	 than	 did	 daily	 oral	 doses	 of	 20	 µg	

cholecalciferol,	which	 raised	 the	mean	 level	by	20	nmol	 L-1	 from	54	nmol	 L-1.	

Bogh	et	al.	(2012a)	showed,	that	eighteen	NB-UVB	exposures	totalling	53	SED	

administered	 to	 vitamin	D-deficient	 subjects	 increased	 their	 S-25(OH)D	by	56	
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nmol	 L-1	 from	 19	 nmol	 L-1,	 whereas	 40	 µg	 oral	 cholecalciferol	 daily	 raised	 S-

25(OH)D	by	37	nmol	L-1	from	23	nmol	L-1.	Lagunova	et	al.	(2013),	comparing	the	

effects	of	50	μg	oral	cholecalciferol	daily	and	ten	UVB	exposures	totalling	24	SED,	

showed	that	both	interventions	raised	S-25(OH)D	levels	similarly,	by	20–25	nmol	

L-1.	 Our	 results	 are	 in	 agreement	with	 these	 previous	 observations	 that	 UVB	

radiation	 is	 a	 potent	 inducer	 of	 vitamin	D	 synthesis	 by	 comparison	with	 oral	

cholecalciferol,	even	in	subjects	receiving	sufficient	vitamin	D.	One	month	after	

the	NB-UVB	exposures	the	S-25(OH)D	levels	started	to	decrease	despite	vitamin	

D	supplementation,	which	demonstrates	the	effectiveness	of	cutaneous	vitamin	

D	synthesis.	In	all	the	subjects	the	S-25(OH)D	level	remained	far	below	the	upper	

normal	limit	of	250	nmol	L-1	(Holick	2015),	and	thus	20	µg	of	cholecalciferol	daily	

can	be	administered	safely	during	NB-UVB	phototherapy.	On	the	other	hand,	as	

NB-UVB	phototherapy	has	been	shown	to	increase	S-25(OH)D	from	66	to	163%,	

with	 vitamin	 D-insufficient	 patients	 benefitting	 most,	 there	 seems	 to	 be	 no	

reason	for	vitamin	D	supplementation	during	phototherapy.	

			It	 has	 been	 shown	 previously	 that	 the	 CYP27A1	 and	 CYP27B1	 enzymes	 in	

keratinocytes	are	capable	of	hydroxylating	vitamin	D	to	1,25(OH)2D	(Lehmann	

2007).	 In	 the	 present	 results,	 the	 baseline	 levels	 of	 CYP27A1	 and	 CYP27B1	

expression	were	 lower	 in	 the	psoriatic	 lesions	 than	 in	 the	 skin	of	 the	healthy	

subjects.	 Kaukinen	 et	 al.	 (2015)	 have	 recently	 shown	 that	 the	 percentage	 of	

CYP27A1-positive	mast	cells	was	 lower	 in	psoriasis	 lesions	than	 in	the	healthy	

skin	of	control	subjects,	which	is	in	agreement	with	our	findings,	while	CYP27B1	

activity	 has	 also	 been	 demonstrated	 in	 both	 psoriatic	 lesions	 and	 the	 skin	 of	

healthy	controls	(Karakelides	et	al.	2006).	We	found	a	significant	decrease	in	the	

expression	 of	 CYP27B1	 in	 the	 skin	 of	 healthy	 subjects	 following	 NB-UVB	

exposures,	as	has	also	been	demonstrated	in	HaCat	keratinocytes	in	vitro	(Seifert	

et	al.	2009).	The	down-regulation	of	CYP27B1	gene	expression	is	thought	to	be	
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mediated	 by	 the	 end	 product	 of	 CYP27B1	 hydroxylation,	 1,25(OH)2D	 itself	

(Turunen	et	al.	2007).	Since	psoriatic	lesions	showed	no	change	in	the	expression	

of	either	CYP27A1	or	CYP27B1,	we	can	conclude	that	the	enzymatic	activity	in	

healthy	skin	reacts	more	actively	to	NB-UVB	radiation	than	does	that	in	psoriatic	

skin.	

			Antimicrobial	 peptides	 seem	 to	 have	 a	 proinflammatory	 role	 in	 psoriasis	

(Hollox	et	al.	 2008,	 Felton	et	al.	 2012).	As	expected,	we	 found	an	 increase	 in	

baseline	 human	 beta	 defensin	 2	 mRNA	 expression	 in	 psoriatic	 lesions	 and	

reduced	 expression	 after	 NB-UVB	 exposures,	 in	 agreement	 with	 a	 previous	

observation	(Vähävihu	et	al.	2010a).	Cathelicidin	is	not	typically	detected	in	the	

keratinocytes	 of	 healthy	 skin	 (Vähävihu	 et	 al.	 2010a),	 but	 we	 found	 similar	

cathelicidin	expression	in	both	psoriasis	patients	and	healthy	subjects.	This	can	

be	explained	by	the	supplementation	with	20	µg	of	oral	cholecalciferol,	a	dose	

which	has	been	 shown	 to	 induce	 cathelicidin	production	 in	both	healthy	 and	

lesional	skin	(Hata	et	al.	2008).	The	cathelicidin	levels	decreased	following	NB-

UVB	 exposures	 in	 the	 healthy	 subjects,	 but	 not	 in	 the	 psoriasis	 patients,	

evidently	on	account	of	the	highly	significant	decrease	in	CYP27B1	expression	in	

healthy	 subjects,	 since	 inhibition	 of	 CYP27B1	 expression	 has	 been	 shown	 to	

prevent	 the	 induction	of	 cathelicidin	 in	human	keratinocytes	 (Schauber	 et	 al.	

2007).	

			Despite	the	observed	differences	in	CYP27A1	and	CYP27B1	enzyme	activities,	

our	healthy	subjects	and	psoriasis	patients	showed	similar	S-25(OH)D	increases,	

and	the	mean	PASI	score	of	the	psoriasis	patients	was	improved	by	48%	during	

18	 exposures,	 which	 is	 in	 agreement	 with	 results	 quoted	 by	 Vähävihu	 et	 al.	

(2010a).	

			In	summary,	we	studied	the	effect	of	NB-UVB	exposures	on	S-25(OH)D	levels	

in	 subjects	 receiving	daily	 supplementations	of	 20	µg	oral	 cholecalciferol	 and	
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showed	that	these	exposures	raised	S-25(OH)D	levels	similarly	and	significantly	

in	 both	 the	 psoriasis	 patients	 and	 the	 healthy	 subjects,	 all	 of	 whom	 were	

sufficient	 in	vitamin	D	at	the	baseline.	Since	UVB	radiation	 is	very	effective	 in	

raising	S-25(OH)D	 levels,	patients	 can	discontinue	vitamin	D	 supplementation	

during	 NB-UVB	 phototherapy.	 The	 observed	 difference	 in	 the	 expression	 of	

vitamin	D	hydroxylating	enzymes	 in	 the	skin	of	psoriasis	patients	and	healthy	

subjects	 and	 the	 role	 of	 cutaneously	 synthesized	 vitamin	 D	 in	 the	 healing	 of	

psoriasis	lesions,	are	both	topics	that	deserve	further	investigation.	
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9.2 NB-UVB exposures can be used to maintain S-25(OH)D 
levels in winter (II) 

	
	

At	latitude	52°N	and	above	the	intensity	of	solar	UVR	is	not	capable	of	inducing	

cutaneous	vitamin	D	synthesis	between	October	and	March	(Webb	et	al.	1988),	

so	 that	S-25(OH)D	 levels	 tend	 to	decrease	during	 this	period.	 	We	 found	that	

post-summer	S-25(OH)D	 levels	 could	be	maintained	and	even	 increased	 from	

October	to	April	by	means	of	sub-erythemal	NB-UVB	exposures	of	2	SED	every	

second	week,	whereas	levels	in	the	control	group	decreased.	No	adverse	short-

term	effects	were	observed.	Altogether	13	exposures	were	administered	during	

24	weeks,	entailing	a	total	UVB	dose	of	25	SED.	Bogh	et	al.	(2012b)	have	shown	

previously	that	a	BB-UVB	exposure	of	1	SED	every	second	week	maintained	the	

post-summer	S-25(OH)D	levels.	They	gave	9	exposures,	totalling	9	SED,	over	16	

weeks	and	observed	a	non-significant	decrease	of	4.7	nmol	L-1	from	the	baseline	

S-25(OH)D	level	of	72.0	nmol	L-1.	We	achieved	a	significant	increase	of	11.7	nmol	

L-1	 from	a	baseline	 level	of	78.3	nmol	L-1.	The	dose	 (2	SED	vs.	1	SED)	and	 the	

length	 of	 exposure	 (24	 vs.	 16	weeks)	 seem	 to	 be	 the	 reasons	 for	 the	 better	

response	 in	 our	 subjects.	 In	 addition,	 the	 fact	 that	 the	 vitamin	 D	 action	

spectrum-weighted	irradiance	dose	(Boullion	et	al.	2006)	for	an	exposure	of	1	

SED	is	higher	with	NB-UVB	(23	mJ	cm-2	CIE)	than	with	BB-UVB	(16	mJ	cm-2	CIE)	

may	 also	 have	 affected	 the	 results.	 NB-UVB	 is	 better	 tolerated	 than	 BB-UVB	

(Picot	et	al.	1992,	Almutawa	et	al.	2013),	and	in	agreement	with	this,	we	did	not	

observe	any	adverse	effects	during	the	present	study.	

			The	 repetitive	 administration	 of	UVB	 irradiation	 over	 a	 long	 period	 of	 time	

raises	 a	 question	 of	 the	 potential	 risks	 attached	 to	 UV-induced	 long-term	

immunosuppression.	The	human	action	spectrum	for	immunosuppression	peaks	

at	UVA	and	UVB	wavelengths,	as	demonstrated	by	UV-induced	suppression	of	
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recall-type	immunity	(Matthews	et	al.	2010a	and	2010b),	and	the	most	sensitive	

UVA	wavelength	 is	370	nm,	where	the	minimum	immunosuppressive	physical	

dose	is	409.4	mJ	cm-2	(Matthews	et	al.	2010a).	We	found	that	a	dose	of	2	SED	

was	equal	to	an	integrated	non-weighted	dose	of	22	mJ	cm-2	between	360	and	

390	nm	 from	NB-UVB	 lamps,	as	also	 for	BB-UVB	 lamps,	 i.e.	 clearly	below	 the	

immunosuppressive	dose.	 In	the	UVB	range	immunosuppression	peaks	at	300	

nm	and	no	immunosuppression	has	been	recorded	at	322	nm	(Matthews	et	al.	

2010b).	Thus,	the	minimum	immunosuppressive	dose	will	not	be	exceeded	with	

a	1	SED	dose	of	NB-UVB	or	BB-UVB,	but	it	could	be	exceeded	with	a	2	SED	dose	

of	 either	 NB-UVB	 or	 BB-UVB.	 These	 calculations	 were	 performed	 with	 an	

exponential	 triangular	 model	 using	 data	 from	 Matthews	 et	 al.	 (2010a	 and	

2010b).	 Even	 though	 an	 immunosuppressive	 dose	 can	 be	 reached	 easily,	 no	

association	 has	 been	 observed	 between	 NB-UVB	 treatment	 and	 skin	 cancer	

during	a	median	 follow-up	 time	of	 5.5	 years	 (range	0–18	years)	 (Hearn	et	 al.	

2008).	 The	 suitability	 of	 NB-UVB	 for	 the	 treatment	 of	 a	 skin	 disease,	 or	 for	

improving	vitamin	D	status,	must	naturally	be	assessed	individually	(Tijoe	et	al.	

2003,	 Dawe	 2010).	 Repeated	 NB-UVB	 exposures	 cannot	 directly	 be	

recommended	as	a	first-line	source	of	vitamin	D	for	the	general	population	until	

we	 have	more	 research	 data	 available,	 but	 it	 could	 be	 considered	 if	 dietary	

vitamin	D	or	supplementations	fail	to	provide	an	adequate	vitamin	D	status.	It	

must	be	kept	in	mind,	however,	that	tanning	beds	emitting	mainly	UVA	and	less	

than	5%	UVB	are	still	widely	used	by	light-skinned	Caucasians	solely	to	improve	

appearance.	Tanning	beds	are	considered	responsible	for	800	melanoma	deaths	

yearly	in	Europe	(Boniol	et	al.	2012),	and	in	this	context	NB-UVB	can	be	seen	as	

a	relatively	safe	modality.	

			The	dietary	vitamin	D	intake	of	our	intervention	group	was	7.0	μg	and	that	of	

the	control	group	6.7	μg.	These	intakes	were	lower	than	in	the	recent	national	
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survey	 FINDIET2012	 (Helldan	et	 al.	 2013).	Only	 a	 few	of	 the	present	 subjects	

were	receiving	the	recommended	intake	of	10	μg	dietary	vitamin	D	daily,	a	dose	

which	 is	 thought	 to	 prevent	 vitamin	 D	 insufficiency	 according	 to	 the	 Nordic	

Nutrition	 Recommendations	 (NORDEN	 2012).	 The	 BMI	 of	 the	 volunteers	

correlated	negatively	with	the	baseline	S-25(OH)D	concentration.	Three	subjects	

in	both	groups	were	vitamin	D-insufficient	at	onset,	all	of	them	presenting	with	

BMI	>	25	kg	m-2	or	vitamin	D	intake	<	10	µg.	At	week	26	after	the	irradiations	

only	one	intervention	subject	was	still	vitamin	D-insufficient,	implying	that	NB-

UVB	maintenance	effectively	prevented	vitamin	D	insufficiency.	

			Cyclic	 NB-UVB	 exposures	 could	 be	 used	 for	 patients	 with	 a	 chronic	 kidney	

disease	 requiring	haemodialysis.	 These	patients	often	present	with	 vitamin	D	

insufficiency	 and	 respond	 slowly	 to	 oral	 cholecalciferol	 supplementation	

(Kandula	et	al.	2011).	Ala-Houhala	et	al.	(2012b)	have	previously	shown	that	a	

short	 course	 of	 NB-UVB	 exposures	 can	 increase	 S-25(OH)D	 levels	 in	

haemodialysis	patients,	but	the	level	decreased	again	after	one	month	to	close	

to	the	baseline.	Therefore,	a	cyclic	exposure	protocol	 is	evidently	required	for	

maintaining	 S-25(OH)D	 levels.	 Phototherapy	 is	 not	 a	 suitable	 option	 for	

immunosuppressed	organ	transplant	patients,	however,	as	they	have	at	least	a	

65-fold	 risk	 of	 squamous	 cell	 cancer	 (Hofbauer	 et	 al.	 2010).	 Thus,	 long-term	

maintenance	therapy	with	NB-UVB	cannot	be	considered	for	patients	who	have	

received	or	are	due	to	receive	a	kidney	transplant.	Since	vitamin	D	insufficiency	

is	 common	 in	patients	with	psoriasis	 or	AD	 (Gisondi	 et	 al.	 2012,	 Cheng	et	 al.	

2014)	and	NB-UVB	phototherapy	alleviates	the	skin	symptoms	of	both	diseases,	

NB-UVB	maintenance	therapy	could	be	targeted	to	these	patient	groups.	

			We	 also	 used	 serum	 samples	 from	 the	 present	 work	 to	 compare	 two	 S-

25(OH)D	measurement	techniques	and	noticed	that	S-25(OH)D	levels	measured	

with	IDS	RIA	were	higher	than	those	measured	with	ECLIA.	IDS	RIA	detected	S-
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25(OH)D	 levels	 above	 200	 nmol	 L-1	 in	 18	 samples,	 which	 are	 probably	

overestimations	 due	 to	 the	 low	 UV	 index	 season.	 IDS	 RIA	 particularly	

overestimated	values	over	100	nmol	L-1	(Fig.	7).	We	were	surprised	by	this,	as	

Roth	et	 al.	 (2008)	 reported	a	bias	of	 −15%	when	 comparing	 IDS	RIA	with	 LC-

MS/MS,	and	Carter	et	al.	(2004)	reported	a	bias	of	−5%	relative	to	the	DEQAS	

All-Laboratory	 Trimmed	 Mean.	 Exceptionally	 high	 S-25(OH)D	 values	 had	 not	

occurred	previously	in	papers	I	and	IV,	where	IDS	RIA	was	used.	We	performed	

duplicate	 ECLIA	 analyses	 using	 red	 Mekamini	 and	 transparent	 Vacuette®	

secondary	tubes	and	compared	the	results	with	those	obtained	by	Fimlab	from	

whole	blood	samples	in	Vacuette®	LH	Lithium	Heparin	tubes.	S-25(OH)D	in	red	

Mekamini	 tubes	 correlated	 better	with	 the	 Fimlab	 results	 than	 S-25(OH)D	 in	

transparent	Vacuette®	tubes	 (r	=	0.978	vs.	 r	=	0.896,)	and	thus	red	Mekamini	

tubes	seem	to	be	more	suitable	for	ECLIA	analyses.	The	results	in	papers	II	and	

III	are	based	on	samples	in	red	Mekamini	tubes	analysed	with	ECLIA,	which	has	

shown	a	within-run	variation	of	≤	7%,	a	within-laboratory	variation	of	≤	9.5%,	

and	good	correlations	with	HPLC	(r	=	0.91)	and	LC-MS/MS	(r	=	0.93)	(Emmen	et	

al.	2012,	Wielders	et	al.	2015,	Kocak	et	al.	2015).	We	found	a	within-run	variation	

of	8%	for	ECLIA.	

			To	increase	the	generalizability	of	S-25(OH)D	measurements,	the	results	can	

be	calibrated	 to	NIST	 reference	material,	but	within-trial	 changes	can	also	be	

assessed	without	calibration.	To	our	knowledge,	no	correlation	between	IDS	RIA	

and	ECLIA	 (Elecsys	Vitamin	D	 total)	has	been	published	previously.	 The	ECLIA	

method	showed	good	within-run	variation	and	can	be	considered	reliable	on	the	

basis	 of	 the	 present	 measurements	 and	 previous	 ones	 (Emmen	 et	 al.	 2012,	

Wielders	et	al.	2015,	Kocak	et	al.	2015).	

			In	summary,	the	aim	here	was	to	examine	the	ability	of	sub-erythemal	NB-UVB	

exposures	 to	 maintain	 post-summer	 S-25(OH)D	 concentrations	 during	 the	



	

	94 

winter.	The	results	confirmed	that	a	2	SED	dose	given	every	second	week	from	

October	to	April	was	enough	to	maintain	S-25(OH)D	levels	and	even	increased	

them.	NB-UVB	exposures	could	be	given	for	selected	patients	such	as	those	with	

psoriasis	or	atopic	dermatitis	or	patients	undergoing	haemodialysis,	to	maintain	

their	 S-25(OH)D	 levels.	 These	 patients	 might	 benefit	 more	 from	 NB-UVB	

radiation	 than	 from	 oral	 vitamin	 D	 supplements.	 Further	 investigations	 into	

safety	issues	are	warranted,	however.	
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9.3 Vernal solar UV radiation is capable of increasing S-
25(OH)D in patients with low baseline levels (III) 

	
	

The	present	study	has	shown	that	vernal	UVB	radiation	at	a	high	latitude	(67°N	

or	61°N)	administered	to	the	face	and	hands,	i.e.	7%	of	the	total	body	surface	

area,	is	capable	of	raising	S-25(OH)D	levels	significantly	in	subjects	with	baseline	

levels	below	90	nmol	L-1,	whereas	concentrations	above	that	will	decrease.	The	

fact	that	the	mean	baseline	level	of	88.6	nmol	L-1	was	higher	than	expected	at	

high	 latitudes	 in	 early	 spring	 could	 be	 attributed	 to	 recent	 updates	 of	 the	

national	food	fortification	policy	and	the	general	improvement	in	dietary	vitamin	

D	intake	(Helldan	et	al.	2013),	the	use	of	vitamin	D	supplementation	or	holidays	

taken	at	 low	 latitudes	prior	 to	 the	washout	period.	 In	 the	control	group	used	

here	for	paper	II,	where	S-25(OH)D	levels	were	monitored	from	October	to	May	

in	 subjects	 with	 no	 vitamin	 D	 supplementation	 during	 the	 winter	 nor	 any	

exposure	to	UVR,	the	mean	concentration	in	early	April	was	somewhat	lower,	

65.8	nmol	L-1.	

			The	increase	in	lower	S-25(OH)D	levels	early	in	spring	is	a	solid	finding,	but	the	

decreasing	 trend	 in	higher	 levels	was	unexpected,	 since	all	 the	 subjects	were	

exposed	to	a	source	of	vitamin	D.	It	could	be	that	in	those	with	higher	levels	the	

S-25(OH)D	gained	from	previous	vitamin	D	sources	kept	decreasing	due	to	 its	

half-life,	and	that	this	decrease	exceeded	the	input	of	S-25(OH)D	produced	by	

vernal	UVB.	Interestingly,	unpublished	data	connected	with	paper	II	show	similar	

kinetics	 in	the	control	subjects	–	higher	values	keep	on	decreasing	from	early	

April	to	early	May,	whereas	lower	values	begin	to	increase.	This	phenomenon	

has	also	been	demonstrated	elsewhere	in	the	Nordic	countries	at	high	latitudes	

(Edvardsen	et	al.	2007,	Brustad	et	al.	2007,	Bogh	et	al.	2010).	
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			The	UVR	exposures	were	performed	 in	 late	March	and	early	April	and	were	

based	on	previous	UVR	measurements	on	a	horizontal	surface,	suggesting	that	

cutaneous	 vitamin	 D	 photosynthesis	 is	 possible	 from	 early	 March	 onwards	

(Kazantzidis	et	al.	2009).	Skin	areas	exposed	 to	 the	sun,	 such	as	 the	 face,	are	

typically	in	a	vertical	position	during	outdoor	activities	in	snow-covered	terrain,	

and	 thus	horizontally	measured	UVR	data	 are	not	directly	 comparable	 to	 the	

doses	 received	by	 areas	 of	 the	body	 exposed	 to	 the	 sun.	We	assumed	when	

planning	the	experiment	that	vernal	UVR	could	raise	S-25(OH)D	levels	because	

of	UVR	reflected	from	the	snow.	The	albedo	of	snow	varies	between	0.5	and	0.7	

(Meinander	et	al.	2008	and	2013)	and	the	effect	is	most	pronounced	for	vertical	

surfaces	(Jokela	et	al.	1993).	All	the	outdoor	activities	performed	by	our	subjects	

took	place	in	snow-covered	terrain,	which	probably	substantially	increased	the	

measured	cumulative	UVB	radiation	dose.	

			The	 close	 correlation	 between	UVB	 radiation	 doses	 and	hours	 spent	 out	 of	

doors	 reflects	 the	 reliability	of	personal	 spore	 film	dosimetry	 (Quintern	et	 al.	

1997,	Vähävihu	et	al.	2010b).	The	UVB	radiation	doses	received	by	the	subjects	

were	only	a	few	SED	per	day,	which	is	the	optimal	dose	for	vitamin	D	synthesis.	

The	 formation	of	previtamin	D3	 in	 fair	 skin	 reaches	a	plateau	after	15	min	of	

exposure	to	noon	equatorial	UVR,	all	the	surplus	previtamin	being	isomerized	to	

biologically	inactive	lumisterol	and	tachysterol	(Holick	1981,	MacLaughlin	et	al.	

1982).	The	present	UVR	exposure	was	received	on	the	face	and	hands,	which	has	

been	shown	to	raise	S-25(OH)D	levels	(Vähävihu	et	al.	2010c,	Osmancevic	et	al.	

2015).	

			A	previous	study	performed	with	healthy	subjects	in	Denmark	(56°N)	showed	

a	significant	increase	in	S-25(OH)D	levels	by	April	8th	when	the	shoulders	and	

upper	body	were	exposed	to	the	sun	at	least	twice	a	week	(Datta	et	al.	2012),	

while	at	latitude	68°N	in	Norway	(Edvardsen	et	al.	2007),	exposure	of	only	the	
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facial	area	to	UVR	between	February	8th	and	April	12th	yielded	no	significant	

increase	 in	 the	mean	S-25(OH)D,	being	 in	 this	 respect	 in	agreement	with	our	

results.	Interestingly,	the	subjects	in	that	cohort	with	S-25(OH)D	<	30	nmol	L-1	

responded	in	early	March,	whereas	in	our	data	the	cut-off	limit	was	90	nmol	L-1.	

Our	cut-off	limit	was	significantly	higher	probably	because	of	the	larger	skin	area	

exposed	(4%	vs.	7%),	 the	 longer	minimum	daily	exposure	time	(20	min	vs.	60	

min)	 and	 the	 extension	 of	 the	 exposure	 period	 further	 into	 the	 spring	 (April	

20th).	Contrary	to	those	of	Edvardsen	et	al.	(2007),	our	subjects	showed	highly	

significant	increases	in	S-25(OH)D	at	levels	below	90	nmol	L-1,	which	strengthens	

the	 evidence	 for	 the	 effects	 of	 vernal	 UVR	 on	 vitamin	 D.	 In	 a	 comparable	

experiment	 reported	 by	 Petersen	 et	 al.	 (2014),	 a	 one-week	 skiing	 holiday	 in	

mountains	at	a	lower	latitude	(47°N)	in	March	increased	S-25(OH)D	by	8.6	nmol	

L-1,	but	here	the	subjects	received	a	high	UVB	dose	of	109	SED	on	the	face,	and	

a	sunscreen	was	used	on	90%	of	the	exposure	days.	

			In	summary,	we	showed	that	vernal	solar	UVR	is	capable	of	raising	S-25(OH)D	

levels	significantly	in	subjects	with	a	baseline	level	below	90	nmol	L-1	when	only	

the	face	and	hands	are	exposed,	but	the	intensity	of	vernal	solar	UVR	is	not	great	

enough	 to	 increase	 high	 baseline	 S-25(OH)D	 levels,	 which	 seem	 to	 keep	

decreasing	in	spring	due	to	the	half-life	of	25(OH)D.	The	factors	lying	behind	this	

interesting	phenomenon	could	be	elucidated	in	future	field	trials.	
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9.4 Empowering heliotherapy improves vitamin D status and 
quality of life and alleviates disease severity in psoriasis and 
atopic dermatitis patients (IV, V) 

	
	

The	two-week	EHT	course	improved	the	HRQoL	and	alleviated	disease	severity	

in	the	psoriasis	and	AD	patients	for	at	least	3	months.	A	larger	proportion	of	the	

AD	 patients	 (58%)	 than	 of	 the	 psoriasis	 patients	 (37%)	 achieved	 a	 clinically	

significant	DLQI	 improvement	at	 the	3-month	evaluation,	possibly	because	of	

their	higher	baseline	DLQI	score.	The	RAND-36	PCS	score	improved	more	in	the	

psoriasis	 patients,	 reflecting	 improved	 physical	 health,	 while	 the	 MCS	 score	

reflecting	 mental	 health	 improved	 more	 in	 the	 AD	 patients.	 This	 could	 be	

attributed	to	the	fact	that	the	schedule	for	the	psoriasis	patients	included	more	

physical	exercise,	with	the	aim	of	inspiring	them	to	control	their	weight	(Herron	

et	al.	2005,	Wolk	et	al.	2009),	in	order	to	reduce	the	risk	of	comorbidities	and	

alleviate	 symptoms	 related	 to	 psoriatic	 arthritis	 (Oliveira	 et	 al.	 2015).	 The	

presence	 of	 the	 same	 psychologist	 on	 all	 the	 AD	 courses	 might	 explain	 the	

greater	improvement	in	the	MCS	score	among	the	AD	patients.	The	difference	

in	 course	 content	 must	 thus	 be	 kept	 in	 mind	 when	 comparing	 the	 results	

between	disease	groups.	

			Although	 the	 mean	 initial	 SAPASI	 was	 low,	 indicating	 mild	 psoriasis,	 the	

reduction	achieved,	 68%,	was	moderate,	 and	 the	proportion	of	 patients	who	

achieved	75%	clearance	was	only	46%,	probably	due	to	the	short	duration	of	the	

EHT	course,	or	even	more,	due	to	the	 insensitivity	of	SAPASI	with	regard	to	a	

mild	disease	state.	SAPASI	remained	reduced	by	35%	for	three	months	after	EHT	

when	compared	with	the	baseline	scores.	Wahl	et	al.	(2015),	studying	the	effects	

of	a	two-week	EHT	course	which	was	essentially	similar	to	that	provided	for	our	

patients,	showed	a	SAPASI	reduction	of	81%	from	a	rather	low	baseline	score	of	
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8.6,	 and	 the	 score	 remained	 decreased	 by	 26%	 three	months	 afterwards,	 in	

agreement	with	our	results.	

			Psoriasis	in	general	requires	more	than	two	weeks	of	phototherapy	to	achieve	

alleviation	(Nast	et	al.	2012).	Four	weeks	of	traditional	HT	at	the	Dead	Sea	has	

been	shown	to	result	in	a	PASI	score	reduction	of	75%	or	more	in	76%	of	patients,	

from	an	initial	score	of	31.7	(Harari	et	al.	2007).	Snellman	et	al.	(1993)	studied	

the	 effects	 of	 a	 four-week	 HT	 course	 in	 the	 Canary	 Islands	 on	 361	 Finnish	

psoriasis	 patients,	 and	 noted	 that	 the	 disease	 severity	 as	 measured	 by	 the	

Psoriasis	Severity	Index	decreased	by	at	least	75%	in	84%	of	the	patients	and	the	

mean	score	was	significantly	lower	6	months	after	HT	than	at	the	baseline.	These	

results	suggest	that	a	4-week	HT	course	 is	more	effective	than	the	present	2-

week	model	for	treating	psoriasis,	but	it	has	to	be	kept	in	mind	that	the	disease	

severity	was	mild	in	the	present	instance,	and	that	it	would	be	best	to	adjust	the	

length	of	the	EHT	course	according	to	the	severity	of	the	patients’	disease.	

			In	the	AD	patients,	the	initial	PO-SCORAD	score	(mean	36.8)	improved	by	65%	

during	EHT	and	remained	reduced	by	40%	relative	to	the	baseline	score	for	three	

months	after	EHT,	thus	being	in	agreement	with	results	obtained	with	traditional	

HT	by	Autio	et	al.	(2002).	They	found	no	differences	in	efficacy	with	regard	to	

disease	severity	between	a	two-week	and	a	three-week	course,	suggesting	that	

AD	patients	 receive	no	additional	value	 from	a	 longer	course	or	a	 larger	UVB	

dose.	Vähävihu	et	al.	(2008)	similarly	reported	that	SCORAD	improved	by	74%	in	

their	 January	 group	 and	 by	 70%	 in	 their	 March	 group,	 results	 that	 are	

approximately	 similar	 to	 ours	 as	 reported	 in	 papers	 IV	 and	 V.	 Their	 patients	

received	a	mean	UVB	dose	of	60	SED	in	January	and	109	SED	in	March,	i.e.	higher	

than	the	November	dose	of	43	SED	reported	for	our	AD	patients	in	paper	IV.	It	

seems	that	the	alleviation	of	AD	does	not	require	such	a	high	UVB	dose,	and	for	

safety	reasons	EHT	for	AD	could	be	arranged	during	a	lower	UV	index	season	or	
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using	a	more	careful	sunbathing	protocol	at	a	high	UV	season.	Two	weeks	seems	

like	an	appropriate	length	of	course	for	AD	patients.		

			We	were	surprised	that	our	AD	patients	received	a	higher	UVB	dose	than	the	

psoriasis	patients	(43	SED	vs.	30	SED),	since	psoriasis	patients	can	afford	to	take	

more	risks	and	are	prone	to	higher	UVR	doses	than	AD	patients	(Bahmer	et	al.	

2007,	Sansone	R	and	Sansone	L	2010).	The	AD	patients	had	less	outdoor	hours	

in	 their	 schedules,	 however,	 although	 they	may	 have	 received	more	 UVR	 in	

several	other	activities	 independently	 (Holman	et	al.	1983).	 Since	 it	has	been	

shown	that	psoriasis	patients	benefit	from	a	longer	HT	course	than	two	weeks,	

and	since	psoriasis	generally	requires	several	weeks	of	phototherapy	to	alleviate	

the	symptoms,	it	might	be	justified	to	arrange	EHT	courses	for	psoriatics	during	

a	higher	UV	index	season	than	the	courses	for	AD	patients.	

			The	 larger	cumulative	UVB	dose	 in	the	AD	patients	 in	paper	 IV	 resulted	 in	a	

larger	 S-25(OH)D	 increase.	 In	 spite	 of	 the	 fact	 that	 none	 of	 the	 patients	was	

vitamin	 D-insufficient	 at	 onset,	 EHT	 raised	 the	 S-25(OH)D	 statistically	

significantly	 in	both	groups,	by	13.8	nmol	L–1	for	the	psoriasis	patients	and	by	

20.5	nmol	L–1	for	the	AD	patients,	which	underlines	the	fact	that	the	solar	UVB	

radiation	received	in	a	heliotherapy	course	is	capable	of	raising	S-25(OH)D	levels	

even	in	individuals	with	adequate	vitamin	D,	as	shown	in	paper	I	and	in	some	

previous	studies	(Vähävihu	et	al.	2008,	Osmancevic	et	al.	2009a).	

			The	persisting	alleviation	of	disease	activity	reported	three	months	after	the	

EHT	course,	as	measured	by	global	VAS,	had	a	moderate	positive	relationship	

with	DLQI,	explaining	40%	of	the	improvement	in	DLQI	scores.		The	relationship	

with	the	RAND-36	component	summary	scores	was	weak,	however,	as	the	VAS	

improvement	explained	only	8%	of	the	 improvement	in	PCS	scores	and	3%	of	

that	in	MCS	scores.	This	may	be	attributed	to	the	alleviation	of	other	diseases	or	

to	 successful	 empowerment,	 probably	 both.	 It	 is	 therefore	 essential	 to	 use	 a	
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dermatology-specific	assessment	for	HRQoL,	since	general	HRQoL	assessments	

do	 not	 respond	 well	 to	 the	 alleviation	 of	 skin	 symptoms.	 General	 HRQoL	

assessment	tools	can	be	used	as	a	supplement	if	the	therapy	is	also	thought	to	

affect	other	aspects	of	the	patient’s	health	as	well	as	the	skin	problems.	

			Empowerment	through	patient	education	as	an	adjunct	to	treatment	is	a	novel	

element	in	the	long-term	management	of	chronic	skin	diseases.	Teaching	in	self-

care	 and	 relaxation	 practices,	 peer-to-peer	 support,	 workshops	 and	

multidisciplinary	discussion	groups	have	been	shown	to	improve	the	HRQoL	of	

such	 patients	 (de	 Bes	 et	 al.	 2011).	 The	 role	 of	 empowerment	 has	 been	

strengthened	in	the	new	EHT	courses.	The	patients	are	away	from	their	homes	

and	jobs	during	the	course	and	in	a	stress-free	environment	together	with	peers,	

which	 probably	 affects	 the	 short-term	 results.	 Thus,	 the	 HRQoL	 scores	

immediately	 after	 EHT	 have	 to	 be	 interpreted	 with	 caution.	 Indeed,	 the	

challenge	 is	 how	 to	maintain	 the	 effects	 in	 the	 long	 term	 after	 returning	 to	

normal	life	(Wahl	et	al.	2015).	

			The	primary	 intention	 is	 that	 the	 relaxation	 and	 self-management	 practices	

should	be	adopted	into	daily	life	after	the	EHT	course	in	order	to	maintain	the	

results.	The	patients	are	also	encouraged	to	make	firm	decisions	to	improving	

their	 lifestyle	 by	 changing	 their	 diet,	 increasing	 the	 amount	 of	 exercise	 they	

undertake	or	quitting	smoking.	These	intentions	could	be	supported	by	steering	

the	 patients	 to	 take	 part	 in	 the	 regular	 activities	 of	 their	 local	 patient	

organizations,	or	other	motivational	groups.	Also,	medical	care	should	not	be	

forgotten,	since	patients	might	be	better	motivated	towards	self-management	

after	 an	 EHT	 course,	 and	 additional	 support	 from	 a	 doctor	 in	 the	 form	 of	 a	

treatment	plan	and	the	necessary	medications	could	be	effective.	It	would	also	

be	 necessary	 in	 future	 research	 to	 actually	measure	 empowerment	 and	 self-
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management,	 e.g.	 in	 terms	 of	 the	 novel	 8-section	 Health	 Education	 Impact	

Questionnaire	(HeiQ),	as	was	used	by	Wahl	et	al.	(2015)	in	their	EHT	study.	

			As	over	half	of	our	patients	 failed	 to	achieve	a	clinically	 significant	3-month	

improvement	in	DLQI,	 it	may	be	necessary	to	use	stricter	 inclusion	criteria	for	

future	 EHT	 courses.	 Generally,	 patients	 with	 moderate-to-severe	 symptoms	

achieve	clinically	significant	improvements	in	their	DLQI	scores,	whereas	those	

with	mild	 symptoms	 fail	 to	 benefit	 from	 EHT.	 The	 inclusion	 of	 patients	 with	

moderate-to-severe	symptoms	would	also	improve	the	cost-effectiveness	of	the	

courses	(Snellman	et	al.	1998).	

			Light-based	therapies	have	traditionally	not	been	provided	for	patients	taking	

methotrexate	or	 cyclosporine	 in	 Finland,	 because	of	 an	 increased	 risk	of	 skin	

cancer.	 Scott	 et	 al.	 (2016)	 showed	 that	 methotrexate	 is	 associated	 with	 an	

increased	risk	of	non-melanoma	skin	cancer	in	rheumatoid	arthritis	patients	with	

a	 history	 of	 this	 form	 of	 cancer.	 Rheumatoid	 arthritis	 patients	 taking	

methotrexate	also	have	a	3-fold	melanoma	risk	as	compared	with	the	general	

population	(Buchbinder	et	al.	2008).	 In	the	present	work	28	psoriasis	patients	

receiving	methotrexate,	and	one	receiving	cyclosporine	were	accepted	for	the	

EHT	 course.	 Long-term	 cyclosporine	 is	 known	 to	 increases	 the	 risk	 of	 non-

melanoma	 skin	 cancer,	 and	 previous	 exposure	 to	 PUVA	 therapy	 further	

increases	 the	 risk	 significantly	 (Muellenhoff	 and	 Koo	 2012).	 In	 our	 opinion,	

cyclosporine	or	methotrexate	patients	should	not	be	accepted	for	an	EHT	course	

that	includes	sunbathing	for	up	to	300	minutes	daily.	If	the	skin	symptoms	are	

moderate-to-severe	while	the	patient	is	taking	either	of	these	drugs,	the	dose	

should	 be	 increased	 or	 the	 drug	 should	 be	 changed.	 These	 controversies	

underline	 the	 need	 for	 a	 full	 dermatological	 assessment	 during	 the	 patient	

selection	process	to	ensure	that	the	EHT	course	is	carried	out	in	accordance	with	

guidelines	that	apply	to	other	light-based	therapies	as	well.	
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			To	conclude,	the	EHT	courses	improved	the	HRQoL	of	psoriasis	and	AD	patients	

for	at	least	3	months	and	alleviated	the	severity	of	their	disease.	Future	courses	

for	 AD	 patients	 could	 be	 arranged	 during	 a	 lower	 UV	 index	 season,	 and	 the	

length	of	the	course	for	psoriasis	patients	could	be	adjusted	according	to	their	

disease	severity.	A	clinically	significant	improvement	in	HRQoL	was	only	shown	

by	patients	with	moderate-to-severe	symptoms,	suggesting	that	EHT	should	be	

targeted	primarily	at	these	cases.	Post-EHT	care	should	be	developed	further	to	

sustain	 the	 empowering	 effects.	 Future	 investigations	 should	 be	 focused	 on	

comparing	domestic	empowerment	and	EHT	courses	in	terms	of	their	short	and	

long-term	effects	on	psoriasis	and	AD.	
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10 Conclusions and future prospects 

The	 conclusions	 and	 future	 prospects	 arising	 from	 the	 present	 investigations	

into	the	effects	of	NB-UVB	and	solar	UVR	on	vitamin	D	synthesis	and	the	effects	

of	 empowering	 heliotherapy	 on	 the	 quality	 of	 life	 and	 disease	 activity	 in	

dermatological	patients,	may	be	set	out	as	follows:	

	
NB-UVB	phototherapy	increases	S-25(OH)D	levels	in	subjects	receiving	
supplementations	and	can	be	used	to	maintain	these	levels	during	the	winter	in	
subjects	not	receiving	supplementations.	
	
We	showed	that	wintertime	NB-UVB	exposures	increased	the	S-25(OH)D	level	

significantly	in	vitamin	D-sufficient	psoriasis	patients	and	healthy	subjects	who	

were	 receiving	20	µg	oral	 cholecalciferol	 supplements	daily.	 Levels	 started	 to	

decrease	one	month	after	the	exposures,	however,	despite	the	cholecalciferol	

supplementation,	 demonstrating	 the	 effectiveness	 of	 NB-UVB	 exposures	 for	

improving	 vitamin	 D	 status.	 This	 is	 consistent	 with	 reports	 that	 NB-UVB	

exposures	have	raised	S-25(OH)D	level	more	markedly	than	oral	cholecalciferol	

at	doses	of	20	µg	or	40	µg	daily	(Ala-Houhala	et	al.	2012a,	Bogh	et	al.	2012a).	An	

equilibrium	between	NB-UVB	 exposures	 and	 oral	 cholecalciferol	 seems	 to	 be	

reached	with	a	daily	dose	of	the	latter	of	approximately	50	µg	(Lagunova	et	al.	

2013).	Since	psoriasis	patients	not	receiving	supplements	experience	a	greater	

increase	 in	 S-25(OH)D	 levels	 during	 phototherapy	 than	 did	 our	 patients	who	

were	receiving	supplements	 (Osmancevic	et	al.	2009b,	Vähävihu	et	al.	2010a,	

Ryan	et	al.	2010,	Lesiak	et	al.	2011,	Romaní	et	al.	2012),	there	seems	to	be	no	

need	to	use	supplementation	at	all	during	phototherapy.	
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			We	also	showed	that	post-summer	S-25(OH)D	levels	can	be	maintained	and	

even	increased	during	the	winter	by	means	of	suberythemal	NB-UVB	exposures	

of	 2	 SED	 given	 every	 second	 week,	 a	 dose	 which	 can	 theoretically	 cause	

immunosuppression.	 NB-UVB	 phototherapy	 has	 not	 been	 shown	 clinically	 to	

increase	the	risk	of	skin	cancer	(Hearn	et	al.	2008),	unlike	the	popular	tanning	

beds,	 which	 emit	mainly	 UVA	 radiation	 (Boniol	 et	 al.	 2012).	More	 long-term	

follow-up	data	would	be	needed,	however,	before	NB-UVB	exposures	could	with	

confidence	be	considered	safe.	

			Millions	of	citizens	 in	the	Nordic	countries	travel	to	sunny	destinations	each	

year,	 especially	 during	 the	winter,	 a	 large	proportion	of	 them	 for	 sunbathing	

purposes.	A	one-week	holiday	in	the	sun	can	raise	a	person’s	S-25(OH)D	level	by	

more	than	20	nmol	L-1,	but	the	production	of	vitamin	D	correlates	with	the	UVR-

induced	DNA	damage	(Petersen	et	al.	2014).	Thus,	although	the	increase	in	S-

25(OH)D	 levels	acquired	during	a	2-week	holiday	 in	the	sun	can	 last	 for	more	

than	2	months	and	prevent	wintertime	vitamin	D	insufficiency	(Vähävihu	et	al.	

2008),	 suberythemal	 NB-UVB	 exposures	 resulting	 in	 continuous	 vitamin	 D	

synthesis	could	potentially	be	a	safer	method.	

			Scandinavians	 have	 a	 significantly	 higher	 incidence	 of	malignant	 cutaneous	

melanomas	 than	 other	 Europeans	 (Forsea	 et	 al.	 2012).	 It	 is	 known	 that	

intermittent	 UVR	 exposures	 such	 as	 sunny	 holidays	 are	 a	 risk	 factor	 for	

melanoma,	but	it	has	recently	been	speculated	that	the	role	of	sunburn	may	not	

be	 so	 straightforward.	 Interestingly,	 outdoor	 workers	 who	 are	 constantly	

exposure	to	the	sun	and	experience	frequent	sunburns	(Glanz	et	al.	2007)	have	

an	 increased	 risk	 of	 basal	 cell	 and	 squamous	 cell	 carcinoma	 (Trakatelli	 et	 al.	

2016),	but	only	about	half	the	risk	of	developing	melanoma	that	indoor	workers	

have	(Gandini	et	al.	2005).	Merrill	et	al.	(2015)	demonstrated	that	the	increase	

in	 the	 incidence	 of	 melanoma	 since	 the	 1960’s	 correlates	 linearly	 with	 the	
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decrease	of	personal	annual	UV	doses,	and	proposed	that	the	lack	of	constant	

cutaneous	vitamin	D	production	might	be	a	stronger	risk	factor	for	melanoma	

than	sunburn.	If	this	is	true,	maintaining	the	cutaneous	production	of	vitamin	D	

in	 subjects	 living	 at	 high	 latitudes	 during	 the	 winter	 by	 means	 of	 NB-UVB	

exposures	offers	attractive	future	prospects.	More	research	is	needed,	however,	

to	assess	the	benefits	and	potential	risks	of	such	exposures.	

			Cyclic	suberythemal	NB-UVB	exposures	could	be	targeted	at	psoriasis	and	AD	

patients,	who	often	present	with	vitamin	D	 insufficiency	 (Gisondi	et	al.	 2012,	

Cheng	et	al.	2014)	and	experience	alleviation	of	skin	symptoms	as	a	result	of	NB-

UVB	phototherapy.	Cyclic	NB-UVB	could	also	be	used	for	haemodialysis	patients,	

who	can	suffer	 from	more	severe	vitamin	D	deficiency	and	respond	slowly	 to	

oral	supplementation	(Kandula	et	al.	2011).	On	the	other	hand,	phototherapy	

cannot	be	used	for	immunosuppressed	organ	transplant	patients,	who	have	at	

least	a	65-fold	increase	in	the	risk	of	squamous	cell	cancer	(Hofbauer	et	al.	2010).	

Thus,	 NB-UVB	 exposures	 cannot	 be	 contemplated	 for	 patients	 who	 have	

received	or	could	potentially	receive	a	kidney	transplant.	

			In	summary,	our	present	knowledge	of	NB-UVB	therapy	suggests	that	 it	 is	a	

relatively	 safe	modality	with	 established	health	 benefits	 such	 as	 clearance	of	

psoriasis	and	AD	and	improvement	of	vitamin	D	status.	Maintenance	exposures	

with	 NB-UVB	 could	 be	 considered	 for	 psoriasis,	 atopic	 dermatitis	 and	

haemodialysis	patients	in	selected	cases.	The	health	benefits	of	small,	repeated	

UVB	 radiation	 doses,	 providing	 constant	 cutaneous	 vitamin	 D	 production	

without	 sunburn,	 probably	 outweigh	 any	 harm	 that	 they	may	 cause,	 but	 the	

roles	of	cutaneous	vitamin	D	production	and	NB-UVB	maintenance	exposures	in	

skin	diseases	and	skin	cancer	still	need	to	be	assessed	further.	

	

	



	

	 107 

Vernal	solar	UV	radiation	is	capable	of	raising	S-25(OH)D	levels	in	patients	with	

baseline	values	below	90	nmol	L-1.	

	
We	demonstrated	a	highly	significant	increase	in	S-25(OH)D	as	a	result	of	vernal	

solar	UV	radiation	at	a	high	 latitude	 in	patients	with	baseline	 levels	below	90	

nmol	L-1,	whereas	levels	above	that	decreased.	The	mean	total	UVB	dose	was	12	

SED	 during	 a	 mean	 of	 12	 hours	 spent	 out	 of	 doors.	 Petersen	 et	 al.	 (2014)	

demonstrated	an	S-25(OH)D	increase	of	8.6	nmol	L-1	in	Danish	skiers	at	a	lower	

latitude	(47°N)	during	one	week	in	March.	The	subjects	received	a	UVB	dose	of	

109	SED	on	4%	of	their	total	skin	area	when	this	was	covered	with	a	sunscreen,	

but	even	so	the	high	UVB	dose	resulted	in	elevated	urinary	thymine	dimers	as	a	

sign	of	DNA	damage.	At	a	higher	latitude	in	Norway	(68°N)	vernal	exposure	of	

the	 facial	 area	 yielded	 no	 significant	 increase	 in	 the	 mean	 S-25(OH)D	 level	

(Edvardsen	et	al.	2007),	although	the	subjects	with	S-25(OH)D	below	30	nmol	L-

1	 were	 shown	 to	 respond	 to	 vernal	 UVR,	 which	 agrees	 with	 our	 findings	 in	

subjects	with	levels	below	90	nmol	L-1.	

			The	vernal	increase	in	S-25(OH)D	in	subjects	with	lower	baseline	levels	is	a	solid	

finding	 and	 should	 be	 examined	more	 thoroughly	 in	 both	 snow-covered	 and	

non-snow-covered	terrain.	Subjects	who	engage	in	frequent	outdoor	activities	

can	benefit	from	vernal	solar	UVB	in	the	form	of	improved	vitamin	D	status.	In	

light-skinned	subjects,	a	sufficiency	of	vitamin	D	seems	to	reflect	a	life-style	that	

favours	physical	exercise,	weight-control	and	outdoor	activities.	An	association	

between	vitamin	D	and	 lifestyle	 factors	has	 indeed	been	 shown	 recently	 in	 a	

large	sample	of	French	adults	by	Touvier	et	al.	(2015),	who	noted	that	vitamin	D	

deficiency	 and	 insufficiency	 were	more	 frequent	 in	 obese,	 underweight,	 less	

physically	active	and	sun-avoiding	subjects,	and	 it	was	also	the	case	that	high	

latitude	increased	the	risk	of	vitamin	D	deficiency.	Most	importantly,	vitamin	D	
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status	showed	an	 improvement	even	 in	the	second	quartile	of	the	patients	 in	

terms	of	the	amount	of	exposure	to	sun,	being	stable	over	the	third	and	fourth	

quartiles,	suggesting	the	benefits	of	low-dose	daily	exposure.	This	finding	should	

encourage	 people	 to	 aim	 at	 sensible	 rates	 of	 exposure.	 Physical	 activity	was	

correlated	with	better	vitamin	D	status	 independently	of	sun	exposure,	and	a	

substantial	impact	on	vitamin	D	status	(+33%)	was	observed	for	normal	weight	

subjects	 as	 compared	 with	 obese	 ones.	 These	 findings	 are	 in	 line	 with	 a	

suggestion	by	Pannu	et	al.	(2016)	that	weight-loss	can	improve	vitamin	D	status.	

It	would	be	interesting	to	study	in	a	randomized	setting	how	vitamin	D	status	

would	 change	 in	 response	 to	 regular	 exercise	 and	 dietary	 instructions	 as	

compared	with	oral	supplements.	

			To	conclude,	a	low	dose	of	vernal	solar	UVR	seems	to	induce	cutaneous	vitamin	

D	synthesis	in	subjects	with	low	baseline	levels	according	to	present	work	and	

an	earlier	Norwegian	study	(Edvardsen	et	al.	2007).	The	face	and	hands,	or	face	

alone,	 will	 receive	 enough	 UVR,	 but	 whether	 reflections	 from	 the	 snow	

constitute	an	extra	factor	needed	for	this	effect	is	at	present	unknown.	

	

Empowering	heliotherapy	improves	quality	of	life	and	alleviates	disease	severity	

in	psoriasis	and	atopic	dermatitis	patients.	

	

The	two-week	EHT	course	improved	the	HRQoL	and	alleviated	disease	severity	

in	the	psoriasis	and	AD	patients	for	at	least	3	months,	but	clinically	significant	

DLQI	improvement	was	achieved	by	less	than	half	of	the	patients.	The	SAPASI	

score	remained	reduced	by	35%	relative	to	the	baseline	for	3	months	after	EHT,	

which	was	 in	 agreement	with	 results	 presented	 by	Wahl	 et	 al.	 (2015).	 Since	

better	 results	 have	 been	 achieved	 through	 traditional	 four-week	 HT	 courses	



	

	 109 

(Snellman	et	al.	1993,	Harari	et	al.	2007),	it	would	be	best	to	adjust	the	length	of	

the	course	for	psoriasis	patients	according	to	the	severity	of	their	disease.	

			The	PO-SCORAD	index	was	still	40%	below	the	baseline	score	3	months	after	

the	EHT	course,	in	agreement	with	results	presented	by	Autio	et	al.	(2002),	and	

the	patients	reported	on	by	Vähävihu	et	al.	(2008)	who	received	a	much	higher	

UVB	dose	in	January	and	March	than	ours	did	in	November	had	an	essentially	

similar	 PO-SCORAD	 outcome.	 Thus,	 EHT	 courses	 for	 AD	 patients	 could	 be	

arranged	during	a	 lower	UV	 index	 season	or	using	a	more	careful	 sunbathing	

protocol.	 Two	 weeks	 seems	 to	 be	 an	 appropriate	 length	 of	 course	 for	 AD	

patients	(Autio	et	al.	2002).	

			Empowerment	methods	have	been	shown	to	improve	the	HRQoL	of	patients	

with	 a	 chronic	 skin	 disease	 (de	 Bes	 et	 al.	 2011),	 but	 the	 challenge	 is	 how	 to	

maintain	the	effects	in	the	long	term	(Wahl	et	al.	2015).	Post-EHT	care	should	be	

further	developed	by	the	patient	organizations	with	the	aim	of	sustaining	the	

empowering	 effects	 of	 EHT.	 As	 over	 half	 of	 our	 patients	 failed	 to	 achieve	 a	

clinically	significant	3-month	improvement	in	DLQI,	it	may	be	necessary	to	use	

stricter	 inclusion	 criteria	 for	 future	 EHT	 courses.	 Generally,	 patients	 with	

moderate-to-severe	 symptoms	achieved	clinically	 significant	 improvements	 in	

their	DLQI	scores,	whereas	patients	with	mild	symptoms	failed	to	benefit	from	

EHT.	 Patients	 with	 mild	 symptoms	 should	 primarily	 be	 steered	 to	 domestic	

empowerment	 courses,	 the	 effects	 of	 which	 should	 be	 assessed	 in	 future	

studies.	 For	 patients	 with	 moderate-to-severe	 symptoms,	 EHT	 is	 a	 useful	

treatment	modality	which	combines	patient	education,	empowerment	methods	

and	 treatment	 of	 the	 skin	 symptoms	with	 phototherapy.	 Even	 in	 this	 group,	

however,	the	costs	of	a	2-week	EHT	course	combined	with	the	costs	of	2	weeks	

of	 absence	 from	 work,	 might	 result	 in	 a	 weak	 cost-efficacy	 ratio.	 A	
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dermatologist’s	assessment	of	the	potential	risks	and	benefits	of	the	therapy	in	

individual	cases	should	be	sought	during	patient	selection.	

	

To	sum	up,	NB-UVB	exposure	is	effective	in	raising	and	maintaining	S-25(OH)D	

levels	 in	psoriasis	patients	 and	healthy	 subjects.	Vernal	 solar	UVR	can	 induce	

vitamin	D	synthesis	and	raise	S-25(OH)D	levels	in	subjects	with	a	baseline	level	

below	90	nmol	L-1.	Empowering	heliotherapy	improves	the	HRQoL	to	a	clinically	

significant	extent	in	patients	with	moderate-to-severe	psoriasis	or	AD.	The	risks	

and	 benefits	 of	 repeated	 NB-UVB	 exposures,	 and	 the	 role	 of	 cutaneously	

produced	vitamin	D	in	the	development	of	dermatoses	and	skin	cancer,	should	

be	investigated	further.	

	



	

	 111 

11 Acknowledgements 

This	 research	was	 carried	out	 in	Puerto	Rico,	Gran	Canaria,	 Spain,	 and	at	 the	

Departments	 of	 Dermatology	 in	 Päijät-Häme	 Central	 Hospital	 and	 Tampere	

University	Hospital,	Finland,	during	2011	–	2016.	

			I	 want	 to	 express	 my	 deepest	 gratitude	 to	 my	 supervisors,	 Professor	 Erna	

Snellman,	M.D.,	and	Professor	Emeritus	Timo	Reunala,	M.D.,	for	introducing	me	

to	 the	 fascinating	 world	 of	 research	 and	 for	 guiding	 me	 through	 this	 thesis	

project.	 I	 admire	Erna’s	positive	 research	drive	and	knowledge	 in	 the	 field	of	

photodermatology,	as	well	as	mentoring	skills	as	a	supervisor.	I	want	to	thank	

her	 for	 the	 endless	 support,	 encouragement	 and	 discussions,	 which	 were	

essential	to	my	growth	as	a	researcher.	I	want	to	thank	Timo	for	being	a	major	

source	 of	 inspiration	 for	 dermatology	 and	 scientific	 research.	 Timo’s	

professional	comments,	visions	and	enthusiasm	were	of	great	value	during	this	

project.	I	want	to	thank	both	supervisors	for	their	time	and	efforts,	and	being	

available	at	any	time.	

			My	 warmest	 thanks	 to	 all	 my	 co-workers	 on	 the	 thesis:	Meri	 Ala-Houhala,	

M.D.,	 for	her	advice	and	her	role	 in	papers	 I-III;	Katja	Vähävihu,	M.D.,	 for	her	

preceeding	work	in	vitamin	D	field	and	for	her	role	in	paper	I;	Lasse	Ylianttila,	

M.Sc.	 (Tech.),	 for	 his	 invaluable	 expertise	 in	 UVB	 dose	 measurements	 and	

calculations;	 Kaisa	 Lakkala,	 Ph.D.,	 and	 the	 staff	 at	 the	 Finnish	Meteorological	

Institute	 and	 Sodankylä	 Geophysical	 Observatory	 for	 their	 advise	 as	 regards	

meteorology	and	UV	radiation,	and	for	their	attendance	as	subjects	in	paper	III;	

Hannu	 Kautiainen,	 Ph.D.,	 for	 performing	 statistical	 calculations	 and	 drawing	



	

	112 

figures;	Heli	Viljakainen,	Ph.D.,	for	her	expertise	in	assessing	dietary	vitamin	D	

intakes	 and	 Rafael	 Pasternack,	 M.D.,	 and	 Juha-Pekka	 Laine,	 M.D.,	 for	 their	

contribution	in	paper	V.	

			I	 am	grateful	 to	my	 reviewers	Docent	 Pekka	Autio,	M.D.,	 and	Docent	Anita	

Remitz,	 M.D.,	 for	 reviewing	 the	 thesis.	 Their	 constructive	 comments	 were	

valuable	and	improved	the	thesis	into	this	final	form.	

			I	thank	Mari	Grönroos,	M.D.,	and	Docent	Annikki	Vaalasti,	M.D.,	the	Heads	of	

the	Departments	of	Dermatology	at	Päijät-Häme	Central	Hospital	and	Tampere	

University	 Hospital,	 for	 their	 positive	 attitudes	 towards	 research	 and	

arrangements	 to	 make	 these	 studies	 possible.	 My	 warmest	 thanks	 to	 the	

research	nurse	Ulla	Oesch-Lääveri	and	research	coordinator	Marjo	Soini	for	their	

efforts	in	my	studies,	and	to	my	colleagues	and	other	employees	at	Päijät-Häme	

Central	 Hospital	 and	 Tampere	 University	 Hospital	 for	 their	 support	 and	

attendance	as	research	subjects.	

			I	want	 to	 thank	Malcolm	Hicks,	M.A.,	 for	 his	 careful	 revision	 of	 the	 English	

language	of	the	thesis.	

			Thanks	to	Kari	Pirhonen	for	providing	me	with	the	centrifuge,	which	was	used	

to	separate	most	of	the	blood	samples,	and	to	the	laboratory	staff	-	Marianne	

Kuuslahti,	Irmeli	Lehtonen	and	Annamari	Aitolahti	for	carrying	out	the	vitamin	D	

analyses.	

			I	am	indebted	to	Iholiitto	ry	(Finnish	Central	Organization	for	Skin	Patients)	and	

Psoriasisliitto	ry	(The	Finnish	Psoriasis	Association)	for	enabling	the	heliotherapy	

studies,	and	for	paying	for	my	attendance	to	one	of	the	courses.	

			I	 am	grateful	 for	 the	 financial	 support	 from	the	Competitive	State	Research	

Financing	of	the	Expert	Responsibility	Area	of	Tampere	University	Hospital	and	

the	Finnish	Dermatological	Society.	



	

	 113 

			Special	 thanks	 to	my	research	assistant	and	 friend,	Ville	Ruohoranta,	 for	his	

flexible,	unprompted	and	efficacious	work	regarding	data	management,	and	for	

dragging	me	out	of	the	research	chamber	every	now	and	then	in	Lahti,	and	to	

my	 colleagues	 Noora	 Neittaanmäki,	 M.D.,	 and	 Carl	 Kyrklund,	 M.D.,	 for	 their	

peer-support	and	sharing	experiences	in	the	field	of	dermatology	and	research.	

Warm	thanks	also	to	all	my	other	friends	for	keeping	my	humour	up	at	all	times.	

It	 is	also	excellent	that	we	have	new	 inspired	researchers,	Anna	Jussila,	M.D.,	

and	Veera	Nikkola,	M.D.,	who	are	also	studying	the	effects	of	UV	radiation.	

			I	 am	 grateful	 to	my	mother-in-law,	 Saila,	 for	 her	 invaluable	 household	 and	

childcare	help	during	the	past	year.	

			I	 want	 to	 express	 my	 gratitude	 to	 my	 parents	 Ari	 and	 Kaija-Leena	 for	

supporting	and	guiding	me	through	life.	I	want	to	thank	my	father	for	being	the	

best	possible	example,	and	my	mother	for	her	endless	care,	love	and	advice.	I	

want	 to	 thank	 my	 sweet	 little	 sisters	 Katariina	 and	 Kamilla	 for	 their	 good	

company	and	childcare	help.	

			Finally,	my	warmest	thanks	I	give	to	the	love	of	my	life,	Sallamari,	who	stood	

by	my	side	from	the	beginning	and	never	gave	up	during	hard	times.	Thank	you	

for	giving	us	our	sunshine	Karlo,	and	being	the	best	partner,	and	mother,	in	the	

world.	



	

	114 

12 References 

Adler-Cohen	CBMS,	Czarnowicki	T,	Dreiher	J,	Ruzicka	T,	Ingber	A,	Harari	M.	2012.	

Climatotherapy	 at	 the	Dead	 Sea:	 An	 Effective	 Treatment	Modality	 for	 Atopic	

Dermatitis	with	Significant	Positive	Impact	on	Quality	of	Life.	Dermatitis	23:75-

80.	

	

Akdis	CA,	Akdis	M,	Bieber	T,	Bindslev-Jensen	C,	Boguniewicz	M,	Eigenmann	P,	

Hamid	Q,	Kapp	A,	Leung	DYM,	Lipozencic	J,	Luger	TA,	Muraro	A,	Novak	N,	Platts-

Mills	 TAE,	 Rosenwasser	 L,	 Scheynius	 A,	 Simons	 FER,	 Spergel	 J,	 Turjanmaa	 K,	

Wahn	U,	Weidinger	S,	Werfel	T,	Zuberbier	T,	European	Academy	of	Allergology,	

Clinical	 Immunology/American	 Academy	 of	 Allergy,	 Asthma	 and	

Immunology/PRACTALL	 Consensus	 Group.	 2006.	 Diagnosis	 and	 treatment	 of	

atopic	dermatitis	in	children	and	adults:	European	Academy	of	Allergology	and	

Clinical	 Immunology/American	 Academy	 of	 Allergy,	 Asthma	 and	

Immunology/PRACTALL	Consensus	Report.	Allergy	61:969-87.	

	

Al	Robaee	AA	and	Alzolibani	AA.	2011.	Narrowband	ultraviolet	B	phototherapy	

improves	the	quality	of	life	in	patients	with	psoriasis.	Saudi	Med	J	32:603-6.	

	

Ala-Houhala	MJ,	Vähävihu	K,	Hasan	T,	Kautiainen	H,	Ylianttila	L,	Viljakainen	HT,	

Snellman	E,	Reunala	T.	2012a.	Comparison	of	narrowband	ultraviolet	B	exposure	

and	oral	vitamin	D	substitution	on	serum	25-hydroxyvitamin	D	concentration.	Br	

J	Dermatol	167:160-4.	



	

	 115 

Ala-Houhala	 MJ,	 Vähävihu	 K,	 Hasan	 T,	 Kautiainen	 H,	 Snellman	 E,	 Karisola	 P,	

Dombrowski	Y,	Schauber	J,	Saha	H,	Reunala	T.	2012b.	Narrow-band	ultraviolet	B	

exposure	 increases	serum	vitamin	D	 levels	 in	haemodialysis	patients.	Nephrol	

Dial	Transplant	27:2435-40.	

	

Ala-Houhala	 MJ,	 Vähävihu	 K,	 Snellman	 E,	 Hasan	 T,	 Kautiainen	 H,	 Karisola	 P,	

Dombrowski	Y,	Schauber	J,	Saha	H,	Reunala	T.	2013.	A	narrow-band	ultraviolet	

B	 course	 improves	 vitamin	 D	 balance	 and	 alters	 cutaneous	 CYP27A1	 and	

CYP27B1	mRNA	expression	levels	in	haemodialysis	patients	supplemented	with	

oral	vitamin	D.	Nephron	Clin	Pract	124:17-22.	

	

Almutawa	F,	Alnomair	N,	Wang	Y,	Hamzavi	I,	Lim	HW.	2013.	Systematic	review	

of	UV-based	therapy	for	psoriasis.	Am	J	Clin	Dermatol	14:87-109.		

	

Amar	A	and	Parisi	AV.	2013.	Optical	properties	of	a	long	dynamic	range	chemical	

UV	 dosimeter	 based	 on	 solvent	 cast	 polyvinyl	 chloride	 (PVC).	 J	 Photochem	

Photobiol	128:92-9.	

	

Andersen	R,	Brot	C,	Jakobsen	J,	Mejborn	H,	Mølgaard	C,	Skovgaard	LT,	Trolle	E,	

Tetens	 I,	Ovesen	L.	2013.	Seasonal	changes	 in	vitamin	D	status	among	Danish	

adolescent	girls	and	elderly	women:	the	influence	of	sun	exposure	and	vitamin	

D	intake.	Eur	J	Clin	Nutr	67:270-4.	

	

	

	

	



	

	116 

Archier	 E,	 Devaux	 S,	 Castela	 E,	 Gallini	 A,	 Aubin	 F,	 Le	 Maitre	 M,	 Aractingi	 S,	

Bachelez	H,	Cribier	B,	Joly	P,	Jullien	D,	Misery	L,	Paul	C,	Ortonne	J,	Richard	M.	

2012.	 Carcinogenic	 risks	 of	 psoralen	 UV-A	 therapy	 and	 narrowband	 UV-B	

therapy	 in	chronic	plaque	psoriasis:	a	systematic	 literature	review.	 J	Eur	Acad	

Dermatol	Venereol	26:22-31.	

	

Armstrong	 AW,	 Schupp	 C,	 Wu	 J,	 Bebo	 B.	 2012.	 Quality	 of	 life	 and	 work	

productivity	 impairment	 among	psoriasis	patients:	 findings	 from	 the	National	

Psoriasis	Foundation	survey	data	2003-2011.	PLoS	One	7:e52935.	

	

Augustin	M	and	Radtke	MA.	2014.	Quality	of	life	in	psoriasis	patients.	Expert	Rev	

Pharmacoecon	Outcomes	Res	14:559-68.	

	

Autio	 P,	 Komulainen	 P,	 Larni	 HM.	 2002.	 Heliotherapy	 in	 atopic	 dermatitis:	 a	

prospective	 study	 on	 climatotherapy	 using	 the	 SCORAD	 index.	 Acta	 Derm	

Venereol	82:436-40.	

	

Ayala	F,	Sampogna	F,	Romano	GV,	Merolla	R,	Guida	G,	Gualberti	G,	Paparatti	

UDL,	Amerio	P,	Balato	N,	Potenza	C,	Daniele	Study	Group.	2014.	The	impact	of	

psoriasis	on	work-related	problems:	a	multicenter	cross-sectional	survey.	J	Eur	

Acad	Dermatol	Venereol	28:1623-32.	

	

Bahmer	 J,	 Kuhl	 J,	 Bahmer	 F.	 2007.	 How	 do	 personality	 systems	 interact	 in	

patients	 with	 psoriasis,	 atopic	 dermatitis	 and	 urticaria?	 Acta	 Derm	 Venereol	

87:317-24.		

	



	

	 117 

Balato	N,	Di	Costanzo	L,	Patruno	C,	Patri	A,	Ayala	F.	2013.	Effect	of	weather	and	

environmental	 factors	 on	 the	 clinical	 course	 of	 psoriasis.	Occup	 Environ	Med	

70:600.	

	

Basra	MKA,	Fenech	R,	Gatt	RM,	Salek	MS,	Finlay	AY.	2008.	The	Dermatology	Life	

Quality	Index	1994-2007:	a	comprehensive	review	of	validation	data	and	clinical	

results.	Br	J	Dermatol	159:997-1035.	

	

Basra	MKA,	Salek	MS,	Camilleri	L,	Sturkey	R,	Finlay	AY.	2015.	Determining	the	

minimal	clinically	important	difference	and	responsiveness	of	the	Dermatology	

Life	Quality	Index	(DLQI):	further	data.	Dermatology	230:27-33.	

	

Beasley	 R,	 Keil	 U,	 von	 Mutius	 E,	 Pearce	 N.	 1998.	 Worldwide	 variation	 in	

prevalence	 of	 symptoms	 of	 asthma,	 allergic	 rhinoconjunctivitis,	 and	 atopic	

eczema:	 ISAAC.	The	 International	 Study	of	Asthma	and	Allergies	 in	Childhood	

(ISAAC)	Steering	Committee.	Lancet	351:1225-32.	

	

Berces	A,	 Fekete	A,	Gaspar	 S,	Grof	 P,	 Rettberg	P,	Horneck	G,	Ronto	G.	 1999.	

Biological	 UV	 dosimeters	 in	 the	 assessment	 of	 the	 biological	 hazard	 from	

environmental	radiation.	J	Photochem	Photobiol	53:36-43.	

	

Berger	 DS.	 1976.	 The	 sunburning	 ultraviolet	meter:	 design	 and	 performance.	

Photochem	Photobiol	24:587-93.	

	

de	Bes	J,	Legierse	CM,	Prinsen	CAC,	de	Korte	J.	2011.	Patient	education	in	chronic	

skin	diseases:	a	systematic	review.	Acta	Derm	Venereol	91:12-7.	

	



	

	118 

Bhattacharyya	 MH,	 DeLuca	 HF.	 1973.	 Comparative	 studies	 on	 the	 25-

hydroxylation	of	vitamin	D3	and	dihydrotachysterol	3.	J	Biol	Chem	248:2974-7.	

	

Biancuzzo	 RM,	 Clarke	 N,	 Reitz	 RE,	 Travison	 TG,	 Holick	 MF.	 2013.	 Serum	

concentrations	 of	 1,25-dihydroxyvitamin	 D2	 and	 1,25-dihydroxyvitamin	 D3	 in	

response	 to	 vitamin	 D2	 and	 vitamin	 D3	 supplementation.	 J	 Clin	 Endocrinol	

Metab	98:973-9.	

	

Bjelakovic	 G,	 Gluud	 LL,	 Nikolova	 D,	 Whitfield	 K,	 Wetterslev	 J,	 Simonetti	 RG,	

Bjelakovic	 M,	 Gluud	 C.	 2014.	 Vitamin	 D	 supplementation	 for	 prevention	 of	

mortality	in	adults.	Cochrane	Database	Syst	Rev	1:CD007470.	

	

Black	RJ	and	Gavin	AT.	2006.	Photocarcinogenic	risk	of	narrowband	ultraviolet	B	

(TL-01)	phototherapy:	early	follow-up	data.	Br	J	Dermatol	154:566-7.	

	

Boehncke	W.	2015.	Etiology	and	Pathogenesis	of	Psoriasis.	Rheum	Dis	Clin	North	

Am	41:665-75.	

	

Boehncke	W	and	Schön	MP.	2015.	Psoriasis.	Lancet	386:983-94.	

	

Bogh	 MKB,	 Gullstrand	 J,	 Svensson	 A,	 Ljunggren	 B,	 Dorkhan	 M.	 2012a.	

Narrowband	 ultraviolet	 B	 three	 times	 per	 week	 is	more	 effective	 in	 treating	

vitamin	D	deficiency	than	1600	IU	oral	vitamin	D3	per	day:	a	randomized	clinical	

trial.	Br	J	Dermatol	167:625-30.	

	

	



	

	 119 

Bogh	 MKB,	 Schmedes	 AV,	 Philipsen	 PA,	 Thieden	 E,	 Wulf	 HC.	 2012b	 A	 small	

suberythemal	 ultraviolet	 B	 dose	 every	 second	 week	 is	 sufficient	 to	maintain	

summer	vitamin	D	levels:	a	randomized	controlled	trial.	Br	J	Dermatol	166:430-

3.	

	

Bogh	 MKB,	 Schmedes	 AV,	 Philipsen	 PA,	 Thieden	 E,	 Wulf	 HC.	 2011.	

Interdependence	between	body	surface	area	and	ultraviolet	B	dose	in	vitamin	D	

production:	a	randomized	controlled	trial.	Br	J	Dermatol	164:163-9.	

	

Bolland	 MJ,	 Grey	 A,	 Gamble	 GD,	 Reid	 IR.	 2014a.	 The	 effect	 of	 vitamin	 D	

supplementation	on	 skeletal,	 vascular,	 or	 cancer	 outcomes:	 a	 trial	 sequential	

meta-analysis.	Lancet	Diabetes	Endocrinol	2:307-20.	

	

Bolland	MJ,	Grey	A,	Gamble	GD,	Reid	IR.	2014b.	Vitamin	D	supplementation	and	

falls:	a	trial	sequential	meta-analysis.	Lancet	Diabetes	Endocrinol	2:573-80.	

	

Boniol	M,	Autier	P,	Boyle	P,	Gandini	S.	2012.	Cutaneous	melanoma	attributable	

to	sunbed	use:	systematic	review	and	meta-analysis.	Br	Med	J	345:e4757.	

	

Boullion	 R,	 Eisman	 J,	 Garabedian	 M,	 Holick	 M,	 Kleinschmidt	 J,	 Suda	 T,	

Terenetskaya	 I,	 Webb	 A.	 2006.	 Action	 spectrum	 for	 the	 production	 of	 pre-

vitamin	 D	 in	 human	 skin.	 Available	 at	

ftp://ftp.pmodwrc.ch/pub/roger/20080423163250.pdf	 (accessed	 28th	 April	

2016).	Commission	Internationale	de	l’Eclairage	(CIE)	174:1-12.		

	



	

	120 

Bouillon	R,	Van	Schoor	NM,	Gielen	E,	Boonen	S,	Mathieu	C,	Vanderschueren	D,	

Lips	P.	2013.	Optimal	vitamin	D	status:	a	critical	analysis	on	the	basis	of	evidence-

based	medicine.	J	Clin	Endocrinol	Metab	98:e1283-304.	

	

Brustad	 M,	 Edvardsen	 K,	 Wilsgaard	 T,	 Engelsen	 O,	 Aksnes	 L,	 Lund	 E.	 2007.	

Seasonality	 of	 UV-radiation	 and	 vitamin	 D	 status	 at	 69	 degrees	 north.	

Photochem	Photobiol	Sci	6:903-8.	

	

Buchbinder	R,	Barber	M,	Heuzenroeder	L,	Wluka	AE,	Giles	G,	Hall	S,	Harkness	A,	

Lewis	D,	Littlejohn	G,	Miller	MH,	Ryan	PF,	Jolley	D.	2008.	Incidence	of	melanoma	

and	 other	 malignancies	 among	 rheumatoid	 arthritis	 patients	 treated	 with	

methotrexate.	Arthritis	Rheum	59:794-9.	

	

Calvo	MS	and	Whiting	SJ.	2013.	Survey	of	current	vitamin	D	food	fortification	

practices	in	the	United	States	and	Canada.	J	Steroid	Biochem	Mol	Biol	136:211-

3.	

	

Carter	GD,	Berry	JL,	Gunter	E,	Jones	G,	Jones	JC,	Makin	HLJ,	Sufi	S,	Wheeler	MJ.	

2010.	 Proficiency	 testing	 of	 25-hydroxyvitamin	 D	 (25-OHD)	 assays.	 J	 Steroid	

Biochem	Mol	Biol	121:176-9.	

	

Carter	 GD,	 Carter	 R,	 Jones	 J,	 Berry	 J.	 2004.	 How	 accurate	 are	 assays	 for	 25-

hydroxyvitamin	 D?	 Data	 from	 the	 international	 vitamin	 D	 external	 quality	

assessment	scheme.	Clin	Chem	50:2195-7.	

	



	

	 121 

Cashman	KD.	2015.	Vitamin	D:	dietary	requirements	and	food	fortification	as	a	

means	of	helping	achieve	adequate	vitamin	D	status.	J	Steroid	Biochem	Mol	Biol	

148:19-26.	

	

Cashman	 KD,	 Dowling	 KG,	 Skrabakova	 Z,	 Gonzalez-Gross	 M,	 Valtuena	 J,	 De	

Henauw	 S,	 Moreno	 L,	 Damsgaard	 CT,	 Michaelsen	 KF,	 Mølgaard	 C,	 Jorde	 R,	

Grimnes	G,	Moschonis	 G,	Mavrogianni	 C,	Manios	 Y,	 Thamm	M,	Mensink	GB,	

Rabenberg	M,	Busch	MA,	Cox	L,	Meadows	S,	Goldberg	G,	Prentice	A,	Dekker	JM,	

Nijpels	G,	Pilz	S,	Swart	KM,	van	Schoor	NM,	Lips	P,	Eiriksdottir	G,	Gudnason	V,	

Cotch	MF,	Koskinen	S,	Lamberg-Allardt	C,	Durazo-Arvizu	RA,	Sempos	CT,	Kiely	M.	

2016.	Vitamin	D	deficiency	in	Europe:	pandemic?	Am	J	Clin	Nutr	103:1033-44.	

	

Cheng	HM,	Kim	S,	Park	G,	Chang	SE,	Bang	S,	Won	CH,	Lee	MW,	Choi	JH,	Moon	

KC.	2014.	 Low	vitamin	D	 levels	are	associated	with	atopic	dermatitis,	but	not	

allergic	 rhinitis,	asthma,	or	 IgE	sensitization,	 in	 the	adult	Korean	population.	 J	

Allergy	Clin	Immunol	133:1048-55.	

	

Clements	MR,	Johnson	L,	Fraser	DR.	1987.	A	new	mechanism	for	induced	vitamin	

D	deficiency	in	calcium	deprivation.	Nature	325:62-5.	

	

Coghi	S,	Bortoletto	MC,	Sampaio	SAP,	Andrade	Junior	HF,	Aoki	V.	2007.	Quality	

of	life	is	severely	compromised	in	adult	patients	with	atopic	dermatitis	in	Brazil,	

especially	due	to	mental	components.	Cinics	62:235-42.	

	

Commission	Internationale	de	l’Éclairage	(CIE).	1999.	Erythemal	reference	action	

spectrum	and	standard	erythemal	dose.	CIE	Standard	ISO	17166:1999(E)	CIE	S	

007/E1998.	



	

	122 

	

Darne	S,	Leech	SN,	Taylor	AEM.	2014.	Narrowband	ultraviolet	B	phototherapy	in	

children	 with	 moderate-to-severe	 eczema:	 a	 comparative	 cohort	 study.	 Br	 J	

Dermatol	170:150-6.	

	

Datta	P,	Bogh	MK,	Olsen	P,	Eriksen	P,	Schmedes	AV,	Grage	MM-L,	Philipsen	PA,	

Wulf	HC.	2012.	Increase	in	serum	25-hydroxyvitamin	D3	in	humans	after	solar	

exposure	under	natural	conditions	compared	to	artificial	UVB	exposure	of	hands	

and	face.	Phtochem	Photobiol	Sci	11:1817-24.	

	

Davis	A,	Deane	GH,	Diffey	BL.	1976.	Possible	dosimeter	for	ultraviolet	radiation.	

Nature	261:169-70.	

	

David	M,	Tsukrov	B,	Adler	B,	Hershko	K,	Pavlotski	F,	Rozenman	D,	Hodak	E,	Paltiel	

O.	 2005.	 Actinic	 damage	 among	 patients	 with	 psoriasis	 treated	 by	

climatotherapy	at	the	Dead	Sea.	J	Am	Acad	Dermatol	52:445-50.	

	

Dawe	RS,	Wainwright	NJ,	Cameron	H,	 Ferguson	 J.	1998.	Narrow-band	 (TL-01)	

ultraviolet	B	phototherapy	for	chronic	plaque	psoriasis:	three	times	or	five	times	

weekly	treatment?	Br	J	Dermatol	138:833-9.	

	

Dawe	 RS,	 Cameron	 H,	 Yule	 S,	 Man	 I,	 Ibbotson	 SH,	 Ferguson	 J.	 2002.	 UV-B	

phototherapy	clears	psoriasis	through	local	effects.	Arch	Dermatol	138:1071-6.	

	

Dawe	 RS.	 2010.	 There	 are	 no	 'safe	 exposure	 limits'	 for	 phototherapy.	 Br	 J	

Dermatol	163:209-10.	

	



	

	 123 

Diffey	BL,	Jansen	CT,	Urbach	F,	Wulf	HC.	1997.	The	standard	erythema	dose:	a	

new	photobiological	concept.	Photodermatol	Photoimmunol	Photomed	13:64-

6.	

	

Diffey	BL.	 2002.	 Sources	 and	measurement	of	ultraviolet	 radiation.	Academic	

Press	28:4-13.	

	

Dong	J,	Zhang	W,	Chen	JJ,	Zhang	Z,	Han	S,	Qin	L.	2013.	Vitamin	D	intake	and	risk	

of	type	1	diabetes:	a	meta-analysis	of	observational	studies.	Nutrients	5:3551-

62.	

	

Drincic	 AT,	 Armas	 LAG,	 Van	 Diest	 EE,	 Heaney	 RP.	 2012.	 Volumetric	 dilution,	

rather	 than	 sequestration	 best	 explains	 the	 low	 vitamin	 D	 status	 of	 obesity.	

Obesity	20:1444-8.	

	

Dudenkov	DV,	Yawn	BP,	Oberhelman	SS,	Fischer	PR,	Singh	RJ,	Cha	SS,	Maxson	

JA,	 Quigg	 SM,	 Thacher	 TD.	 2015.	 Changing	 Incidence	 of	 Serum	 25-

Hydroxyvitamin	D	Values	Above	50	ng/mL:	A	10-Year	Population-Based	Study.	

Mayo	Clin	Proc	90:577-86.	

	

Edvardsen	K,	Brustad	M,	Engelsen	O,	Aksnes	L.	2007.	The	solar	UV	radiation	level	

needed	for	cutaneous	production	of	vitamin	D3	in	the	face.	A	study	conducted	

among	subjects	living	at	a	high	latitude	(68°	N).	Photochem	Photobiol	Sci	6:57-

62.	

	

Eghlileb	AM,	Davies	EEG,	Finlay	AY.	2007.	Psoriasis	has	a	major	secondary	impact	

on	the	lives	of	family	members	and	partners.	Br	J	Dermatol	156:1245-50.	



	

	124 

Ekwaru	 JP,	 Zwicker	 JD,	 Holick	 MF,	 Giovannucci	 E,	 Veugelers	 PJ.	 2014.	 The	

importance	of	body	weight	for	the	dose	response	relationship	of	oral	vitamin	D	

supplementation	and	 serum	25-hydroxyvitamin	D	 in	healthy	volunteers.	PLoS	

One	9:e111265.	

	

Elder	CJ	and	Bishop	NJ.	2014.	Rickets.	Lancet	383:1665-76.	

	

Elecsys®	 Vitamin	 D	 total	 assay.	 Available	

at	 http://www.cobas.com/content/dam/cobas_com/pdf/product/Elecsys-

Vitamin-D-total-assay/Elecsys%20Vitamin%20D%20total%20Factsheet.pdf	

(Accessed	21st	April	2016).	

	

Emmen	JMA,	Wielders	JPM,	Boer	A,	van	den	Ouweland	JMW,	Vader	HL.	2012.	

The	new	Roche	Vitamin	D	Total	assay:	fit	for	 its	purpose?	Clin	Chem	Lab	Med	

50:1969-72.	

	

Engelsen	 O,	 Brustad	M,	 Aksnes	 L,	 Lund	 E.	 2005.	 Daily	 duration	 of	 vitamin	 D	

synthesis	in	human	skin	with	relation	to	latitude,	total	ozone,	altitude,	ground	

cover,	aerosols	and	cloud	thickness.	Photochem	Photobiol	81:1287-90.	

	

European	 Task	 Force	 on	 Atopic	 Dermatitis.	 1993.	 Severity	 scoring	 of	 atopic	

dermatitis:	the	SCORAD	index.	Dermatology	186:23-31.	

	

Feldman	SR,	Fleischer	ABJ,	Reboussin	DM,	Rapp	SR,	Exum	ML,	Clark	AR,	Nurre	L.	

1996.	 The	 self-administered	 psoriasis	 area	 and	 severity	 index	 is	 valid	 and	

reliable.	J	Invest	Dermatol	106:183-6.	

	



	

	 125 

Felton	S,	Navid	F,	Schwarz	A,	Schwarz	T,	Gläser	R,	Rhodes	LE.	2012.	Ultraviolet	

radiation-induced	upregulation	of	antimicrobial	proteins	in	health	and	disease.	

Photochem	Photobiol	Sci	12:29-36.		

	

Finlay	AY	and	Khan	GK.	1994.	Dermatology	Life	Quality	Index	(DLQI)	–	a	simple	

practical	measure	for	routine	clinical	use.	Clin	Exp	Dermatol	19:210-6.	

	

Fischer	T	and	Alsins	 J.	1976.	Treatment	of	psoriasis	with	 trioxsalen	baths	and	

dysprosium	lamps.	Acta	Derm	Venereol	56:383-90.	

	

Fitzpatrick	 TB.	 1988.	 The	 validity	 and	 practicality	 of	 sun-reactive	 skin	 types	 I	

through	VI.	Arch	Dermatol	124:869-71.	

	

Fivenson	D,	Arnold	RJG,	Kaniecki	DJ,	Cohen	JL,	Frech	F,	Finlay	AY.	2002.	The	effect	

of	atopic	dermatitis	on	total	burden	of	illness	and	quality	of	life	on	adults	and	

children	in	a	large	managed	care	organization.	J	Managed	Care	Pharm	8:333-42.	

	

Fleischer	ABJ,	Rapp	SR,	Reboussin	DM,	Vanarthos	JC,	Feldman	SR.	1994.	Patient	

measurement	of	psoriasis	disease	severity	with	a	structured	instrument.	J	Invest	

Dermatol	102:967-9.	

	

Flytstrom	I,	Stenberg	B,	Svensson	A,	Bergbrant	I.	2012.	Patients'	visual	analogue	

scale:	 a	 useful	 method	 for	 assessing	 psoriasis	 severity.	 Acta	 Derm	 Venereol	

92:347-8.	

	



	

	126 

Forsea	 AM,	 del	Marmol	 V,	 de	 Vries	 E,	 Bailey	 EE,	 Geller	 AC.	 2012.	Melanoma	

incidence	 and	mortality	 in	 Europe:	 new	 estimates,	 persistent	 disparities.	 Br	 J	

Dermatol	167:1124-30.	

	

Fredriksson	T	and	Pettersson	U.	1978.	Severe	psoriasis	-	oral	therapy	with	a	new	

retinoid.	Dermatologica	157:238-44.	

	

Frentz	 G,	 Olsen	 JH,	 Avrach	 WW.	 1999.	 Malignant	 tumours	 and	 psoriasis:	

climatotherapy	at	the	Dead	Sea.	Br	J	Dermatol	141:1088-91.	

	

Gaikwad	R,	Deshpande	S,	Raje	S,	Dhamdhere	DV,	Ghate	MR.	2006.	Evaluation	of	

functional	impairment	in	psoriasis.	Indian	J	Dermatol	Venereol	Leprol	72:37-40.	

Galkin	 ON	 and	 Terenetskaya	 IP.	 1999.	 'Vitamin	 D'	 biodosimeter:	 basic	

characteristics	and	potential	applications.	J	Photochem	Photobiol	53:12-9.	

	

Gandini	S,	Sera	F,	Cattaruzza	MS,	Pasquini	P,	Picconi	O,	Boyle	P,	Melchi	CF.	2005.	

Meta-analysis	of	 risk	 factors	 for	 cutaneous	melanoma:	 II.	 Sun	exposure.	Eur	 J	

Cancer	41:45-60.	

	

Gelfand	 JM,	 Feldman	 SR,	 Stern	 RS,	 Thomas	 J,	 Rolstad	 T,	 Margolis	 DJ.	 2004.	

Determinants	of	quality	of	 life	 in	patients	with	psoriasis:	a	study	 from	the	US	

population.	J	Am	Acad	Dermatol	51:704-8.	

	

Gibbs	 NK.	 2003.	 Narrowband	 UV-B	 phototherapy	 clears	 psoriasis	 through	 a	

combination	of	local	and	systemic	effects.	Arch	Dermatol	139:665.	

	



	

	 127 

Gisondi	 P,	 Rossini	 M,	 Di	 Cesare	 A,	 Idolazzi	 L,	 Farina	 S,	 Beltrami	 G,	 Peris	 K,	

Girolomoni	G.	2012.	Vitamin	D	status	in	patients	with	chronic	plaque	psoriasis.	

Br	J	Dermatol	166:505-10.	

	

Glanz	 K,	 Buller	 DB,	 Saraiya	M.	 2007.	 Reducing	 ultraviolet	 radiation	 exposure	

among	outdoor	workers:	state	of	the	evidence	and	recommendations.	Environ	

Health	6:22	doi:10.1186/1476-069X-6-22.	

	

Goeckerman	W.	1925.	The	treatment	of	psoriasis.	Northwest	Med.	24:229-231.	

	

Gowda	U,	Mutowo	MP,	 Smith	BJ,	Wluka	AE,	 Renzaho	AMN.	 2015.	Vitamin	D	

supplementation	to	reduce	depression	in	adults:	meta-analysis	of	randomized	

controlled	trials.	Nutrition	31:421-9.	

	

Gånemo	A,	Svensson	A,	Lindberg	M,	Wahlgren	C.	2007.	Quality	of	life	in	Swedish	

children	with	eczema.	Acta	Derm	Venereol	87:345-9.	

	

Green	 C,	 Ferguson	 J,	 Lakshmipathi	 T,	 Johnson	 BE.	 1988.	 311	 nm	 UVB	

phototherapy	-	an	effective	treatment	for	psoriasis.	Br	J	Dermatol	119:691-6.	

	

Griffiths	 CEM	 and	 Barker	 JNWN.	 2007.	 Pathogenesis	 and	 clinical	 features	 of	

psoriasis.	Lancet	370:263-71.	

	

Grozdev	I,	Kast	D,	Cao	L,	Carlson	D,	Pujari	P,	Schmotzer	B,	Babineau	D,	Kern	E,	

McCormick	 T,	 Cooper	 KD,	 Korman	 NJ.	 2012.	 Physical	 and	 mental	 impact	 of	

psoriasis	severity	as	measured	by	the	compact	Short	Form-12	Health	Survey	(SF-

12)	quality	of	life	tool.	J	Invest	Dermatol	132:1111-6.	



	

	128 

Hancox	JG,	Sheridan	SC,	Feldman	SR,	Fleischer	ABJ.	2004.	Seasonal	variation	of	

dermatologic	disease	in	the	USA:	a	study	of	office	visits	from	1990	to	1998.	Int	J	

Dermatol	43:6-11.	

	

Harari	 M,	 Shani	 J,	 Seidl	 V,	 Hristakieva	 E.	 2000.	 Climatotherapy	 of	 atopic	

dermatitis	at	the	Dead	Sea:	demographic	evaluation	and	cost-effectiveness.	Int	

J	Dermatol	39:59-69.	

	

Harari	M,	Novack	L,	Barth	J,	David	M,	Friger	M,	Moses	SW.	2007.	The	percentage	

of	 patients	 achieving	 PASI	 75	 after	 1	 month	 and	 remission	 time	 after	

climatotherapy	at	the	Dead	Sea.	Int	J	Dermatol	46:1087-91.	

	

Hata	TR,	Kotol	P,	Jackson	M,	Nguyen	M,	Paik	A,	Udall	D,	Kanada	K,	Yamasaki	K,	

Alexandrescu	 D,	 Gallo	 RL.	 2008.	 Administration	 of	 oral	 vitamin	 D	 induces	

cathelicidin	production	in	atopic	individuals.	J	Allergy	Clin	Immunol	122:829-31.	

	

Hawro	T,	Zalewska	A,	Hawro	M,	Kaszuba	A,	Krolikowska	M,	Maurer	M.	2015.	

Impact	 of	 psoriasis	 severity	 on	 family	 income	 and	 quality	 of	 life.	 J	 Eur	 Acad	

Dermatol	Venereol	29:438-43.	

	

Hays	RD,	Sherbourne	CD,	Mazel	RM.	1993.	The	RAND	36-Item	Health	Survey	1.0.	

Health	Econ	2:217-27.	

	

Hays	RD	and	Morales	LS.	2001.	The	RAND-36	measure	of	health-related	quality	

of	life.	Ann	Med	33:350-7.	

	



	

	 129 

Hearn	RMR,	Kerr	AC,	Rahim	KF,	Ferguson	 J,	Dawe	RS.	2008.	 Incidence	of	 skin	

cancers	in	3867	patients	treated	with	narrow-band	ultraviolet	B	phototherapy.	

Br	J	Dermatol	159:931-5.	

	

Helldán	A,	 Raulio	 S,	 Kosola	M,	 Tapanainen	H,	Ovaskainen	M,	Virtanen	 S.	 The	

National	FINDIET	2012	Survey	Helsinki	National	Institute	for	Health	and	Welfare	

2013	 Report	 No	 16/2013.	 Available	 at	

https://www.julkari.fi/handle/10024/110839	(Accessed	21st	April	2016).	

	

Henes	JC,	Ziupa	E,	Eisfelder	M,	Adamczyk	A,	Knaudt	B,	Jacobs	F,	Lux	J,	Schanz	S,	

Fierlbeck	 G,	 Spira	 D,	 Horger	 M,	 Kanz	 L,	 Koetter	 I.	 2014.	 High	 prevalence	 of	

psoriatic	 arthritis	 in	 dermatological	 patients	 with	 psoriasis:	 a	 cross-sectional	

study.	Rheumatol	Int	34:227-34.	

	

Herron	MD,	Hinckley	M,	Hoffman	MS,	Papenfuss	J,	Hansen	BH,	Callis	KP,	Krueger	

GG.	 2005.	 Impact	 of	 obesity	 and	 smoking	 on	 psoriasis	 presentation	 and	

management.	Arch	Dermatol	141:1527-34.	

	

Hofbauer	 GF,	 Bavinck	 JN,	 Euvrard	 S.	 2010.	 Organ	 transplantation	 and	 skin	

cancer:	basic	problems	and	new	perspectives.	Exp	Dermatol	19:473-82.	

	

Holick	MF,	MacLaughlin	JA,	Clark	MB,	Holick	SA,	Potts	JTJ,	Anderson	RR,	Blank	

IH,	Parrish	JA,	Elias	P.	1980.	Photosynthesis	of	previtamin	D3	in	human	skin	and	

the	physiologic	consequences.	Science	210:203-5.	

	

Holick	 MF.	 1981.	 The	 cutaneous	 photosynthesis	 of	 previtamin	 D3:	 a	 unique	

photoendocrine	system.	J	Invest	Dermatol	77:51-8.	



	

	130 

Holick	MF.	2007.	Medical	Progress:	Vitamin	D	Deficiency.	N	Engl	J	Med	357:266-

81.	

	

Holick	MF	and	Chen	TC.	2008.	Vitamin	D	deficiency:	a	worldwide	problem	with	

health	consequences.	Am	J	Clin	Nutr	87:1080S-6S.	

	

Holick	MF.	2015.	Vitamin	D	Is	Not	as	Toxic	as	Was	Once	Thought:	A	Historical	

and	an	Up-to-Date	Perspective.	Mayo	Clin	Proc	90:561-4.	

	

Hollis	BW.	2000.	Comparison	of	commercially	available	125I-based	RIA	methods	

for	 the	determination	of	circulating	25-hydroxyvitamin	D.	Clin	Chem	46:1657-

61.	

	

Hollox	EJ,	Huffmeier	U,	Zeeuwen	PL,	Palla	R,	Lascorz	J,	Rodijk-Olthuis	D,	van	de	

Kerkhof	PCM,	Traupe	H,	de	Jongh	G,	den	Heijer	M,	Reis	A,	Armour	JAL,	Schalwijk	

J.	 2008.	 Psoriasis	 is	 associated	 with	 increased	 beta-defensin	 genomic	 copy	

number.	Nat	Genet	40:23-5.	

	

Holm	 EA,	 Wulf	 HC,	 Stegmann	 H,	 Jemec	 GBE.	 2006.	 Life	 quality	 assessment	

among	patients	with	atopic	eczema.	Br	J	Dermatol	154:719-25.	

	

Holman	 CD,	 Gibson	 IM,	 Stephenson	 M,	 Armstrong	 BK.	 1983.	 Ultraviolet	

irradiation	of	human	body	sites	in	relation	to	occupation	and	outdoor	activity:	

field	studies	using	personal	UVR	dosimeters.	Clin	Exp	Dermatol	8:269-77.	

	

Hrehorow	E,	Salomon	J,	Matusiak	L,	Reich	A,	Szepietowski	JC.	2012.	Patients	with	

psoriasis	feel	stigmatized.	Acta	Derm	Venereol	92:67-72.	



	

	 131 

Høiskar	BAK,	Haugen	R,	Danielsen	T,	Kylling	A,	Edvardsen	K,	Dahlback	A,	Johnsen	

B,	 Blumthaler	 M,	 Schreder	 J.	 2003.	 Multichannel	 moderate-bandwidth	 filter	

instrument	 for	 measurement	 of	 the	 ozone-column	 amount,	 cloud	

transmittance,	and	ultraviolet	dose	rates.	Appl	Opt	42:3472-9.	

	

Ingram	JT.	1953.	The	approach	to	psoriasis.	Br	Med	J	2:591-4.	

	

Institute	of	Medicine.	2011.	Dietary	reference	intakes	for	calcium	and	vitamin	D.	

Available	at	http://www.nap.edu/catalog.php?record_id=13050	(Accessed	21st	

April	2016).	Washington,	DC:	National	Academies	Press.	

	

Irvine	AD,	McLean	WHI,	Leung	DYM.	2011.	Filaggrin	mutations	associated	with	

skin	and	allergic	diseases.	N	Engl	J	Med	365:1315-27.	

	

Jackson	AS,	Stanforth	PR,	Gagnon	 J,	Rankinen	T,	Leon	AS,	Rao	DC,	Skinner	 JS,	

Bouchard	C,	Wilmore	 JH.	2002.	The	effect	of	 sex,	age	and	 race	on	estimating	

percentage	body	fat	from	body	mass	index:	The	Heritage	Family	Study.	Int	J	Obes	

26:789-96.	

	

Johnson-Huang	 LM,	 Suarez-Farinas	 M,	 Sullivan-Whalen	 M,	 Gilleaudeau	 P,	

Krueger	 JG,	 Lowes	 MA.	 2010.	 Effective	 narrow-band	 UVB	 radiation	 therapy	

suppresses	 the	 IL-23/IL-17	 axis	 in	 normalized	 psoriasis	 plaques.	 J	 Invest	

Dermatol	130:2654-63.	

	

Jokela	K,	Leszczynski	K,	Visuri	R.	1993.	Effects	of	Arctic	ozone	depletion	and	snow	

on	UV	exposure	in	Finland.	Photochem	Photobiol	58:559-66.	

	



	

	132 

Jones	G.	2008.	Pharmacokinetics	of	vitamin	D	toxicity.	Am	J	Clin	Nutr	88:582S-

6S.	

	

Kandula	P,	Dobre	M,	Schold	JD,	Schreiber	RJ	Jr,	Mehrotra	R,	Navaneethan	SD.	

2011.	Vitamin	D	supplementation	in	chronic	kidney	disease:	a	systematic	review	

and	meta-analysis	of	observational	studies	and	randomized	controlled	trials.	Clin	

J	Am	Soc	Nephrol	6:50-62.	

	

Karakelides	H,	Geller	JL,	Schroeter	AL,	Chen	H,	Behn	PS,	Adams	JS,	Hewison	M,	

Wermers	 RA.	 2006.	 Vitamin-D-mediated	 hypercalcemia	 in	 slack	 skin	 disease:	

evidence	for	involvement	of	extrarenal	25-hydroxyvitamin	D	1α-hydroxylase.	J	

Bone	Min	Res	21:1496-9.	

	

Karvonen	 J,	 Kokkonen	 EL,	 Ruotsalainen	 E.	 1989.	 311	 nm	 UVB	 lamps	 in	 the	

treatment	of	psoriasis	with	the	Ingram	regimen.	Acta	Derm	Venereol	69:82-5.	

	

Kaukinen	 A,	 Pelkonen	 J,	 Harvima	 IT.	 2015.	 Mast	 cells	 express	 CYP27A1	 and	

CYP27B1	in	epithelial	skin	cancers	and	psoriasis.	Eur	J	Dermatol	25:548-55.	

	

Kazantzidis	A,	Bais	AF,	Zempila	MM,	Kazadzis	S,	den	Outer	PN,	Koskela	T,	Slaper	

H.	 2009.	 Calculations	 of	 the	 human	 vitamin	 D	 exposure	 from	 UV	 spectral	

measurements	at	three	European	stations.	Photochem	Photobiol	Sci	8:45-51.	

	

Kearns	MD,	Alvarez	 JA,	 Seidel	N,	 Tangpricha	V.	2015.	 Impact	of	 vitamin	D	on	

infectious	disease.	Am	J	Med	Sci	349:245-62.	

	



	

	 133 

Kiebert	G,	Sorensen	SV,	Revicki	D,	Fagan	SC,	Doyle	JJ,	Cohen	J,	Fivenson	D.	2002.	

Atopic	dermatitis	is	associated	with	a	decrement	in	health-related	quality	of	life.	

Int	J	Dermatol	41:151-8.	

	

Kiely	M	and	Black	LJ.	2012.	Dietary	strategies	to	maintain	adequacy	of	circulating	

25-hydroxyvitamin	D	concentrations.	Scand	J	Clin	Lab	Invest	Suppl	243:14-23.	

	

Kim	DH,	Li	K,	Seo	SJ,	Jo	SJ,	Yim	HW,	Kim	CM,	Kim	KH,	Kim	DW,	Kim	M,	Kim	JW,	

Ro	YS,	Park	YL,	Park	CW,	Lee	S,	Cho	SH.	2012.	Quality	of	life	and	disease	severity	

are	correlated	in	patients	with	atopic	dermatitis.	J	Korean	Med	Sci	27:1327-32.	

	

Kimball	 AB,	 Gieler	 U,	 Linder	 D,	 Sampogna	 F,	 Warren	 RB,	 Augustin	 M.	 2010.	

Psoriasis:	is	the	impairment	to	a	patient's	life	cumulative?	J	Eur	Acad	Dermatol	

Venereol	24:989-1004.	

	

Klingberg	 E,	 Olerod	 G,	 Konar	 J,	 Petzold	 M,	 Hammarsten	 O.	 2015.	 Seasonal	

variations	in	serum	25-hydroxy	vitamin	D	levels	in	a	Swedish	cohort.	Endocrine	

49:800-8.	

	

Kocak	FE,	Ozturk	B,	Isiklar	OO,	Genc	O,	Unlu	A,	Altuntas	I.	2015.	A	comparison	

between	 two	 different	 automated	 total	 25-hydroxyvitamin	 D	 immunoassay	

methods	 using	 liquid	 chromatography-tandem	 mass	 spectrometry.	 Biochem	

Med	25:430-8.	

	

Kollias	N,	Baqer	A,	Sadiq	I,	Gillies	R,	Ou-Yang	H.	2003.	Measurement	of	solar	UVB	

variations	by	polysulphone	film.	Photochem	Photobiol	78:220-4.	

	



	

	134 

Koulu	 L,	 Jansen	 CT,	 Viander	 M.	 1985.	 Effect	 of	 UVA	 and	 UVB	 irradiation	 on	

human	 epidermal	 Langerhans	 cell	 membrane	 markers	 defined	 by	 ATPase	

activity	and	monoclonal	antibodies	 (OKT	6	and	anti-Ia).	Photodermatol	2:339-

46.	

	

Kunz	B,	Oranje	AP,	Labreze	L,	Stalder	JF,	Ring	J,	Taieb	A.	1997.	Clinical	validation	

and	guidelines	 for	 the	SCORAD	 index:	consensus	report	of	 the	European	Task	

Force	on	Atopic	Dermatitis.	Dermatology	195:10-9.	

	

Laaksi	 IT,	 Ruohola	 JS,	 Ylikomi	 TJ,	 Auvinen	 A,	 Haataja	 RI,	 Pihlajamaki	 HK,	

Tuohimaa	 PJ.	 2006.	 Vitamin	D	 fortification	 as	 public	 health	 policy:	 significant	

improvement	in	vitamin	D	status	in	young	Finnish	men.	Eur	J	Clin	Nutr	60:1035-

8.	

	

Lagunova	Z,	Porojnicu	AC,	Aksnes	L,	Holick	MF,	Iani	V,	Bruland	OS,	Moan	J.	2013.	

Effect	of	vitamin	D	supplementation	and	ultraviolet	B	exposure	on	serum	25-

hydroxyvitamin	D	concentrations	in	healthy	volunteers:	a	randomized,	crossover	

clinical	trial.	Br	J	Dermatol	169:434-40.	

	

Lakkala	K,	Arola	A,	Heikkilä	A,	Kaurola	J,	Koskela	T,	Kyrö	E,	Lindfors	A,	Meinander	

O,	Tanskanen	A,	Gröbner	J,	Hülsen	G.	2008.	Quality	assurance	of	the	Brewer	UV	

measurements	in	Finland.	Atmos.	Chem.	Phys.	8:3369-83.	

	

Lamberg-Allardt	CJ,	Outila	TA,	Kärkkäinen	MU,	Rita	HJ,	Valsta	LM.	2001.	Vitamin	

D	deficiency	and	bone	health	in	healthy	adults	in	Finland:	could	this	be	a	concern	

in	other	parts	of	Europe?	J	Bone	Miner	Res	16:2066-73.	

	



	

	 135 

Lamberg-Allardt	C,	Brustad	M,	Meyer	HE,	Steingrimsdottir	L.	2013.	Vitamin	D	-	a	

systematic	 literature	 review	 for	 the	 5th	 edition	 of	 the	 Nordic	 Nutrition	

Recommendations.	Food	Nutr	Res	57:22671.	

	

Lehmann	B,	Knuschke	P,	Meurer	M.	2007.	The	UVB-induced	synthesis	of	vitamin	

D3	 and	 1alpha,25-dihydroxyvitamin	 D3	 (calcitriol)	 in	 organotypic	 cultures	 of	

keratinocytes:	effectiveness	of	the	narrowband	Philips	TL-01	lamp	(311	nm).	J	

Steroid	Biochem	Mol	Biol	103:682-5.	

	

Lehmann	B	and	Meurer	M.	2010.	Vitamin	D	metabolism.	Dermatol	Ther	23:2-12.	

	

Lehtonen-Veromaa	M,	Möttönen	T,	Nuotio	I,	Irjala	K,	Viikari	J.	2002.	The	effect	

of	conventional	vitamin	D2	supplementation	on	serum	25(OH)D	concentration	

is	weak	among	peripubertal	Finnish	girls:	a	3-y	prospective	study.	Eur	J	Clin	Nutr	

56:431-7.	

	

Lehtonen-Veromaa	M,	Möttönen	T,	Leino	A,	Heinonen	OJ,	Rautava	E,	Viikari	J.	

2008.	Prospective	study	on	food	fortification	with	vitamin	D	among	adolescent	

females	in	Finland:	minor	effects.	Br	J	Nutr	100:418-23.	

	

Lesiak	A,	Narbutt	J,	Pawlaczyk	M,	Sysa-Jedrzejowska	A,	Krzyscin	J.	2011.	Vitamin	

D	serum	level	changes	in	psoriatic	patients	treated	with	narrowband	ultraviolet	

B	 phototherapy	 are	 related	 to	 the	 season	 of	 the	 irradiation.	 Photochem	

Photoimmunol	Photomed	27:304-10.	

	



	

	136 

Li	 G,	 Mbuagbaw	 L,	 Samaan	 Z,	 Falavigna	 M,	 Zhang	 S,	 Adachi	 JD,	 Cheng	 J,	

Papaioannou	 A,	 Thabane	 L.	 2014.	 Efficacy	 of	 vitamin	 D	 supplementation	 in	

depression	in	adults:	a	systematic	review.	J	Clin	Endocrinol	Metab	99:757-67.	

	

Lim	C	and	Brown	P.	2006.	Quality	of	life	in	psoriasis	improves	after	standardized	

administration	of	narrowband	UVB	phototherapy.	Australas	J	Dermatol	47:37-

40.	

	

Linnet	 J	 and	 Jemec	GB.	 1999.	An	assessment	of	 anxiety	 and	dermatology	 life	

quality	in	patients	with	atopic	dermatitis.	Br	J	Dermatol	140:268-72.	

	

Ljosaa	TM,	Mork	C,	 Stubhaug	A,	Moum	T,	Wahl	AK.	 2012.	 Skin	pain	and	 skin	

discomfort	is	associated	with	quality	of	life	in	patients	with	psoriasis.	J	Eur	Acad	

Dermatol	Venereol	26:29-35.	

	

Lu	D,	Jing	L,	Zhang	S.	2016.	Vitamin	D	receptor	polymorphism	and	breast	cancer	

risk:	a	meta	analysis.	Medicine	95:e3535.	

	

Lundberg	 L,	 Johannesson	M,	 Silverdahl	M,	Hermansson	 C,	 Lindberg	M.	 1999.	

Quality	 of	 life,	 health-state	 utilities	 and	 willingness	 to	 pay	 in	 patients	 with	

psoriasis	and	atopic	eczema.	Br	J	Dermatol	141:1067-75.	

	

MacLaughlin	 JA,	Anderson	RR,	Holick	MF.	1982.	Spectral	character	of	sunlight	

modulates	photosynthesis	of	previtamin	D3	and	its	photoisomers	in	human	skin.	

Science	216:1001-3.	

	



	

	 137 

Maksimovic	N,	Jankovic	S,	Marinkovic	J,	Sekulovic	LK,	Zivkovic	Z,	Spiric	VT.	2012.	

Health-related	quality	of	life	in	patients	with	atopic	dermatitis.	J	Dermatol	39:42-

7.	

	

Man	 I,	 Crombie	 IK,	 Dawe	 RS,	 Ibbotson	 SH,	 Ferguson	 J.	 2005.	 The	

photocarcinogenic	risk	of	narrowband	UVB	(TL-01)	phototherapy:	early	follow-

up	data.	Br	J	Dermatol	152:755-7.	

Matthews	 YJ,	 Halliday	 GM,	 Phan	 TA,	 Damian	 DL.	 2010a.	 Wavelength	

dependency	 for	 UVA-induced	 suppression	 of	 recall	 immunity	 in	 humans.	 J	

Dermatol	Sci	59:192-7.	

	

Matthews	 YJ,	 Halliday	 GM,	 Phan	 TA,	 Damian	 DL.	 2010b.	 A	 UVB	 wavelength	

dependency	for	local	suppression	of	recall	immunity	in	humans	demonstrates	a	

peak	at	300	nm.	J	Invest	Dermatol	130:1680-4.		

	

Mattila	 K,	 Leino	 M,	 Mustonen	 A,	 Koulu	 L,	 Tuominen	 R.	 2013.	 Influence	 of	

psoriasis	on	work.	Eur	J	Dermatol	23:208-11.	

	

Meeuwis	KAP,	de	Hullu	JA,	van	de	Nieuwenhof	HP,	Evers	AWM,	Massuger	LFAG,	

van	de	Kerkhof	PCM,	van	Rossum	MM.	2011.	Quality	of	life	and	sexual	health	in	

patients	with	genital	psoriasis.	Br	J	Dermatol	164:1247-55.	

	

Meinander	O,	Kontu	A,	Lakkala	K,	Heikkilä	A,	Ylianttila	L,	Toikka	M.	2008.	Diurnal	

variations	in	the	UV	albedo	of	arctic	snow.	Atmos.	Chem.	Phys.	8:6551-63.	

	

Meinander	 O,	 Kazadzis	 S,	 Arla	 A,	 Riihelä	 A,	 Räisänen	 P,	 Kivi	 R,	 Kontu	 A,	

Kouznetsov	R,	 Sofiev	M,	 Svensson	 J,	 Suokanerva	H,	 Aaltonen	V,	Manninen	 T,	



	

	138 

Roujean	J,	Hautecoeur	O.	2013.	Spectral	albedo	of	snow	during	intensive	melt	

period	at	Sodankylä,	beyond	Arctic	Circle.	Atmos.	Chem.	Phys.	13:3793-810.	

	

Merrill	SJ,	Ashrafi	S,	Subramanian	M,	Godar	DE.	2015.	Exponentially	increasing	

incidences	 of	 cutaneous	 malignant	 melanoma	 in	 Europe	 correlate	 with	 low	

personal	annual	UV	doses	and	suggests	2	major	risk	factors.	Dermatoendocrinol	

7:e1004018.	

	

Milliken	SVI,	Wassall	H,	Lewis	BJ,	Logie	J,	Barker	RN,	Macdonald	H,	Vickers	MA,	

Ormerod	 AD.	 2012.	 Effects	 of	 ultraviolet	 light	 on	 human	 serum	 25-

hydroxyvitamin	 D	 and	 systemic	 immune	 function.	 J	 Allergy	 Clin	 Immunol	

129:1554-61.	

	

Miniszewska	J,	Juczynski	Z,	Ograczyk	A,	Zalewska	A.	2013.	Health-related	quality	

of	 life	 in	psoriasis:	 important	 role	of	personal	 resources.	Acta	Derm	Venereol	

93:551-6.	

	

Misery	L,	Finlay	AY,	Martin	N,	Boussetta	S,	Nguyen	C,	Myon	E,	Taieb	C.	2007.	

Atopic	dermatitis:	 impact	on	the	quality	of	 life	of	patients	and	their	partners.	

Dermatology	215:123-9.	

	

Mpandzou	G,	Ait	Ben	Haddou	E,	Regragui	W,	Benomar	A,	 Yahyaoui	M.	2016.	

Vitamin	D	deficiency	and	its	role	in	neurological	conditions:	A	review.	Rev	Neurol	

172:109-22.	

	

	



	

	 139 

Muellenhoff	M	and	Koo	J.	2012.	Cyclosporine	and	skin	cancer:	an	international	

dermatologic	perspective	over	25	years	of	experience.	A	comprehensive	review	

and	pursuit	to	define	safe	use	of	cyclosporine	in	dermatology.	J	Dermatol	Treat	

23:290-304.	

	

Mustonen	A,	Mattila	K,	Leino	M,	Koulu	L,	Tuominen	R.	2015.	How	much	of	the	

productivity	 losses	among	psoriasis	patients	are	due	to	psoriasis.	BMC	Health	

Serv	Res	15:87.	

	

Mørk	C	and	Wahl	A.	2002.	Improved	quality	of	life	among	patients	with	psoriasis	

after	 supervised	 climate	 therapy	 at	 the	 Canary	 Islands.	 J	 Am	 Acad	 Dermatol	

47:314-6.	

	

Nakashima	A,	 Yokoyama	K,	 Yokoo	T,	Urashima	M.	2016.	Role	of	 vitamin	D	 in	

diabetes	mellitus	and	chronic	kidney	disease.	World	J	Diabetes	7:89-100.	

	

Nast	A,	Boehncke	WH,	Mrowietz	U,	Ockenfels	HM,	Philipp	S,	Reich	K,	Rosenbach	

T,	 Sammain	 A,	 Schlaeger	 M,	 Sebastian	 M,	 Sterry	 W,	 Streit	 V,	 Augustin	 M,	

Erdmann	R,	Klaus	J,	Koza	J,	Muller	S,	Orzechowski	HD,	Rosumeck	S,	Schmid-Ott	

G,	 Weberschock	 T,	 Rzany	 B,	 Deutsche	 Dermatologische	 Gesellschaft,	

Berufsverband	 Deutscher	 Dermatologen.	 2012.	 German	 S3-guidelines	 on	 the	

treatment	of	psoriasis	vulgaris	(short	version).	Arch	Dermatol	Res	304:87-113.	

	

Nordic	Council	of	Ministers.	Nordic	Nutrition	Recommendations	2012.	

Available	at	https://www.norden.org/en/theme/nordic-nutrition-

recommendation/nordic-nutrition-recommendations-2012	(Accessed	

21st	April	2016).	



	

	140 

Oliveira,	MFSP,	Rocha	BdO,	Duarte	GV.	2015.	Psoriasis:	classical	and	emerging	

comorbidities.	An	Bras	Dermatol	90:9-20.	

	

Osmancevic	 A,	 Landin-Wilhelmsen	 K,	 Larkö	 O,	 Mellström	 D,	 Wennberg	 A,	

Hulthen	L,	Krogstad	A.	2007.	UVB	therapy	increases	25(OH)	vitamin	D	syntheses	

in	 postmenopausal	 women	 with	 psoriasis.	 Photodermatol	 Photoimmunol	

Photomed	23:172-8.	

	

Osmancevic	A,	Nilsen	LT,	Landin-Wilhelmsen	K,	Søyland	E,	Abusdal	Torjesen	P,	

Hagve	TA,	Nenseter	MS,	Krogstad	AL.	2009a.	Effect	of	climate	therapy	at	Gran	

Canaria	 on	 vitamin	 D	 production,	 blood	 glucose	 and	 lipids	 in	 patients	 with	

psoriasis.	J	Eur	Acad	Dermatol	Venereol	23:1133-40.	

	

Osmancevic	A,	Landin-Wilhelmsen	K,	Larkö	O,	Wennberg	A,	Krogstad	AL.	2009b.	

Vitamin	D	production	in	psoriasis	patients	increases	less	with	narrowband	than	

with	 broadband	 ultraviolet	 B	 phototherapy.	 Photodermatol	 Photoimmunol	

Photomed	25:119-23.	

	

Osmancevic	 A,	 Sandström	 K,	 Gillstedt	 M,	 Landin-Wilhelmsen	 K,	 Larkö	 O,	

Wennberg	Larkö	A,	Holick	MF,	Krogstad	A.	2015.	Vitamin	D	production	after	UVB	

exposure	 -	 a	 comparison	 of	 exposed	 skin	 regions.	 J	 Photochem	 Photobiol	

143:38-43.	

	

Åivo	 J,	 Lindsröm	 B,	 Soilu-Hänninen	 M.	 2012.	 A	 Randomised,	 Double-Blind,	

Placebo-Controlled	Trial	with	Vitamin	D3	in	MS:	Subgroup	Analysis	of	Patients	

with	 Baseline	 Disease	 Activity	 Despite	 Interferon	 Treatment.	 Mult	 Scler	 Int	

2012:802796.	



	

	 141 

Pannu	PK,	Zhao	Y,	Soares	MJ.	2016.	Reductions	in	body	weight	and	percent	fat	

mass	increase	the	vitamin	D	status	of	obese	subjects:	a	systematic	review	and	

metaregression	analysis.	Nutr	Res	36:201-13.	

	

Papandreou	 D	 and	 Hamid	 Z.	 2015.	 The	 Role	 of	 Vitamin	 D	 in	 Diabetes	 and	

Cardiovascular	 Disease:	 An	 Updated	 Review	 of	 the	 Literature.	 Dis	 Markers	

2015:580474.	

	

Parisi	 R,	 Symmons	 DPM,	 Griffiths	 CEM,	 Ashcroft	 DM,	 Identification	 and	

Management	of	Psoriasis	and	Associated	ComorbidiTy	(IMPACT)	project	team.	

2013.	Global	 epidemiology	of	 psoriasis:	 a	 systematic	 review	of	 incidence	 and	

prevalence.	J	Invest	Dermatol	133:377-85.	

	

Parrish	JA	and	Jaenicke	KF.	1981.	Action	spectrum	for	phototherapy	of	psoriasis.	

J	Invest	Dermatol	76:359-62.	

	

Pascoe	VL	and	Kimball	AB.	2015.	Seasonal	variation	of	acne	and	psoriasis:	A	3-

year	 study	 using	 the	 Physician	 Global	 Assessment	 severity	 scale.	 J	 Am	 Acad	

Dermatol	73:523-5.	

	

Patel	RV,	Clark	LN,	Lebwohl	M,	Weinberg	JM.	2009.	Treatments	for	psoriasis	and	

the	risk	of	malignancy.	J	Am	Acad	Dermatol	60:1001-17.	

	

Pathak	 K,	 Soares	 MJ,	 Calton	 EK,	 Zhao	 Y,	 Hallett	 J.	 2014.	 Vitamin	 D	

supplementation	and	body	weight	status:	a	systematic	review	and	meta-analysis	

of	randomized	controlled	trials.	Obes	Rev	15:528-37.	

	



	

	142 

Patrizi	A,	Raone	B,	Ravaioli	GM.	2015.	Management	of	atopic	dermatitis:	safety	

and	efficacy	of	phototherapy.	Clin	Cosmet	Investig	Dermatol	8:511-20.	

	

Peng	W	and	Novak	N.	2015.	Pathogenesis	of	atopic	dermatitis.	Clin	Exp	Allergy	

45:566-74.	

	

Petersen	 B,	 Wulf	 HC,	 Triguero-Mas	 M,	 Philipsen	 PA,	 Thieden	 E,	 Olsen	 P,	

Heydenreich	J,	Dadvand	P,	Basagana	X,	Liljendahl	TS,	Harrison	GI,	Segerbäck	D,	

Schmalwieser	AW,	Young	AR,	Nieuwenhuijsen	MJ.	2014.	Sun	and	ski	holidays	

improve	vitamin	D	status,	but	are	associated	with	high	levels	of	DNA	damage.	J	

Invest	Dermatol	134:2806-13.	

	

Picot	E,	Meunier	L,	Picot-Debeze	MC,	Peyron	JL,	Meynadier	J.	1992.	Treatment	

of	psoriasis	with	a	311-nm	UVB	lamp.	Br	J	Dermatol	127:509-12.	

	

Pojednic	RM,	Ceglia	L,	Olsson	K,	Gustafsson	T,	Lichtenstein	AH,	Dawson-Hughes	

B,	Fielding	RA.	2015.	Effects	of	1,25-dihydroxyvitamin	D3	and	vitamin	D3	on	the	

expression	of	the	vitamin	d	receptor	in	human	skeletal	muscle	cells.	Calcif	Tissue	

Int	96:256-63.	

	

Prinsen	CAC,	de	Korte	J,	Augustin	M,	Sampogna	F,	Salek	SS,	Basra	MKA,	Holm	EA,	

Nijsten	TEC,	EADV	Taskforce	on	Quality	of	Life.	2013.	Measurement	of	health-

related	quality	of	life	in	dermatological	research	and	practice:	outcome	of	the	

EADV	Taskforce	on	Quality	of	Life.	J	Eur	Acad	Dermatol	Venereol	27:1195-203.	

	

	



	

	 143 

Puzenat	E,	Bronsard	V,	Prey	S,	Gourraud	P,	Aractingi	S,	Bagot	M,	Cribier	B,	Joly	

P,	Jullien	D,	Le	Maitre	M,	Paul	C,	Richard-Lallemand	M,	Ortonne	J,	Aubin	F.	2010.	

What	are	the	best	outcome	measures	for	assessing	plaque	psoriasis	severity?	A	

systematic	review	of	the	literature.	J	Eur	Acad	Dermatol	Venereol	24:10-6.	

	

Quinten	 L,	 Horneck	 G,	 Eschweiler	 U,	 Bücher	 A.	 1992.		

A	biofilm	used	as	ultraviolet-dosimeter.		Photochem.	Photobiol.	55:389-395.	

	

Quintern	 L,	 Furusawa	 Y,	 Fukutsu	 K,	 Holtschmidt	 H.	 1997.		

Characterization	and	application	of	UV	detector	spore	films:	the	sensitivity	curve	

of	a	new	detector	system	provides	good	similarity	to	the	action	spectrum	for	UV-

induced	erythema	in	human	skin.		J.	Photochem.	Photobiol.	37:158-166.	

	

Racz	E,	Prens	EP,	Kurek	D,	Kant	M,	de	Ridder	D,	Mourits	S,	Baerveldt	EM,	Ozgur	

Z,	van	IJcken	WFJ,	Laman	JD,	Staal	FJ,	van	der	Fits	L.	2011.	Effective	treatment	of	

psoriasis	with	narrow-band	UVB	phototherapy	is	linked	to	suppression	of	the	IFN	

and	Th17	pathways.	J	Invest	Dermatol	131:1547-58.	

	

Racz	E	and	Prens	EP.	2015.	Phototherapy	and	photochemotherapy	for	psoriasis.	

Dermatol	Clin	33:79-89.	

	

Rajakumar	 K,	 Greenspan	 SL,	 Thomas	 SB,	 Holick	 MF.	 2007.	 SOLAR	 ultraviolet	

radiation	and	vitamin	D:	a	historical	perspective.	Am	J	Public	Health	97:1746-54.	

	

Ramnemark	A,	Norberg	M,	Pettersson-Kymmer	U,	Eliasson	M.	2015.	Adequate	

vitamin	D	 levels	 in	a	Swedish	population	 living	above	 latitude	63°N:	The	2009	

Northern	Sweden	MONICA	study.	Int	J	Circumpolar	Health	74:27963.	



	

	144 

Rapp	SR,	Feldman	SR,	Exum	ML,	Fleischer	ABJ,	Reboussin	DM.	1999.	Psoriasis	

causes	as	much	disability	as	other	major	medical	diseases.	J	Am	Acad	Dermatol	

41:401-7.	

	

Reich	A,	Heisig	M,	Phan	NQ,	Taneda	K,	Takamori	K,	Takeuchi	S,	Furue	M,	Blome	

C,	 Augustin	 M,	 Stander	 S,	 Szepietowski	 JC.	 2012.	 Visual	 analogue	 scale:	

evaluation	of	the	instrument	for	the	assessment	of	pruritus.	Acta	Derm	Venereol	

92:497-501.	

	

Reichrath	J.	2006.	The	challenge	resulting	from	positive	and	negative	effects	of	

sunlight:	how	much	solar	UV	exposure	is	appropriate	to	balance	between	risks	

of	vitamin	D	deficiency	and	skin	cancer?	Prog	Biophys	Mol	Biol	92:9-16.	

	

Reid	IR.	2016.	What	diseases	are	causally	linked	to	vitamin	D	deficiency?	Arch	

Dis	Child	101:185-9.	

	

Rejnmark	L,	Avenell	A,	Masud	T,	Anderson	F,	Meyer	HE,	Sanders	KM,	Salovaara	

K,	Cooper	C,	Smith	HE,	Jacobs	ET,	Torgerson	D,	Jackson	RD,	Manson	JE,	Brixen	K,	

Mosekilde	 L,	 Robbins	 JA,	 Francis	 RM,	 Abrahamsen	 B.	 2012.	 Vitamin	 D	 with	

calcium	reduces	mortality:	patient	level	pooled	analysis	of	70,528	patients	from	

eight	major	vitamin	D	trials.	J	Clin	Endocrinol	Metab	97:2670-81.	

	

Ricci	 G,	 Dondi	 A,	 Patrizi	 A.	 2009.	 Useful	 tools	 for	 the	management	 of	 atopic	

dermatitis.	Am	J	Clin	Dermatol	10:287-300.	

	

Richard	EG	and	Honigsmann	H.	2014.	Phototherapy,	psoriasis,	and	the	age	of	

biologics.	Photodermatol	Photoimmunol	Photomed	30:3-7.	



	

	 145 

Robertson	DF.	1968.	Solar	ultraviolet	radiation	in	relation	to	sunburn	and	skin	

cancer.	Med	J	Aust	2:1123-32.	

	

Romaní	J,	Caixàs	A,	Carrascosa	JM,	Ribera	M,	Rigla	M,	Luelmo	J.	2012.	Effect	of	

narrowband	 ultraviolet	 B	 therapy	 on	 inflammatory	 markers	 and	 body	 fat	

composition	in	moderate	to	severe	psoriasis.	Br	J	Dermatol	166:1237-44.	

	

Roth	 HJ,	 Schmidt-Gayk	 H,	Weber	 H,	 Niederau	 C.	 2008.	 Accuracy	 and	 clinical	

implications	 of	 seven	 25-hydroxyvitamin	 D	 methods	 compared	 with	 liquid	

chromatography-tandem	mass	spectrometry	as	a	reference.	Ann	Clin	Biochem	

45:153-9.	

	

Ryan	C,	Moran	B,	McKenna	MJ,	Murray	BF,	Brady	J,	Collins	P,	Rogers	S,	Kirby	B.	

2010.	 The	 effect	 of	 narrow-band	 UV-B	 treatment	 for	 psoriasis	 on	 vitamin	 D	

status	during	wintertime	in	Ireland.	Arch	Dermatol	146:836-42.		

	

Salihbegovic	 E,	 Hadzigrahic	 N,	 Cickusic	 A.	 2015.	 Psoriasis	 and	 Metabolic	

Syndrome.	Med	Arch	69:85-7.	

	

Sanchez-Perez	 J,	Dauden-Tello	 E,	Mora	AM,	 Lara	 Surinyac	N.	 2013.	 Impact	of	

atopic	dermatitis	on	health-related	quality	of	life	in	Spanish	children	and	adults:	

the	PSEDA	study.	Actas	Dermo-Sifiliogr	104:44-52.	

	

Sansone	 R	 and	 Sansone	 L.	 2010.	 Excessive	 tanning:	 some	 psychopathological	

explanations.	Psychiatry	7:13-7.	

	



	

	146 

di	 Sarra	 A,	 Disterhoft	 P,	 DeLuisi	 JJ.	 2002.	 On	 the	 importance	 of	 spectral	

responsivity	 of	 Robertson-Berger-type	 ultraviolet	 radiometers	 for	 long-term	

observations.	Photochem	Photobiol	76:64-72.	

	

Sato	 R,	Milligan	G,	Molta	 C,	 Singh	 A.	 2011.	 Health-related	 quality	 of	 life	 and	

healthcare	 resource	 use	 in	 European	 patients	 with	 plaque	 psoriasis:	 an	

association	independent	of	observed	disease	severity.	Clin	Exp	Dermatol	36:24-

8.	

	

Schauber	J,	Dorschner	RA,	Coda	AB,	Buchau	AS,	Liu	PT,	Kiken	D,	Helfrich	YR,	Kang	

S,	Elalieh	HZ,	Steinmeyer	A,	Zugel	U,	Bikle	DD,	Modlin	RL,	Gallo	RL.	2007.	Injury	

enhances	TLR2	function	and	antimicrobial	peptide	expression	through	a	vitamin	

D-dependent	mechanism.	J	Clin	Invest	117:803-11.	

	

Schmitt	J,	Langan	S,	Deckert	S,	Svensson	A,	von	Kobyletzki	L,	Thomas	K,	Spuls	P.	

Harmonising	Outcome	Measures	for	Atopic	Dermatitis	(HOME)	Initiative.	2013.	

Assessment	 of	 clinical	 signs	 of	 atopic	 dermatitis:	 a	 systematic	 review	 and	

recommendation.	J	Allergy	Clin	Immunol	132:1337-47.	

	

Scott	FI,	Mamtani	R,	Brensinger	CM,	Haynes	K,	Chiesa-Fuxench	ZC,	Zhang	J,	Chen	

L,	Xie	 F,	 Yun	H,	Osterman	MT,	Beukelman	T,	Margolis	DJ,	Curtis	 JR,	 Lewis	 JD.	

2016.	 Risk	 of	 nonmelanoma	 skin	 cancer	 associated	 with	 the	 use	 of	

immunosuppressant	 and	 biologic	 agents	 in	 patients	 with	 a	 history	 of	

autoimmune	disease	and	nonmelanoma	skin	cancer.	JAMA	Dermatol	152:164-

72.	

	



	

	 147 

Seifert	M,	Tilgen	W,	Reichrath	J.	2009.	Expression	of	25-hydroxyvitamin	D-1α-

hydroxylase	 (1αOHase,	 CYP27B1)	 splice	 variants	 in	 HaCaT	 keratinocytes	 and	

other	skin	cells:	modulation	by	culture	conditions	and	UV-B	treatment	in	vitro.	

Anticancer	Res	29:3659-68.	

	

Sempos	 CT,	 Vesper	 HW,	 Phinney	 KW,	 Thienpont	 LM,	 Coates	 PM.	 Vitamin	 D	

Standardization	 Program	 (VDSP).	 2012.	 Vitamin	 D	 status	 as	 an	 international	

issue:	 national	 surveys	 and	 the	 problem	 of	 standardization.	 Scand	 J	 Clin	 Lab	

Invest	Suppl	243:32-40.	

	

Simpson	CA,	Cusano	AM,	Bihuniak	J,	Walker	J,	Insogna	KL.	2015.	Effect	of	25(OH)	

vitamin	 D	 reference	 method	 procedure	 (RMP)	 alignment	 on	 clinical	

measurements	obtained	with	the	IDS-iSYS	chemiluminescent-based	automated	

analyzer.	J	Steroid	Biochem	Mol	Biol	148:41-6.	

	

Snellman	E,	Lauharanta	J,	Reunanen	A,	Jansen	CT,	Jyrkinen-Pakkasvirta	T,	Kallio	

M,	Luoma	J,	Aromaa	A,	Waal	 J.	1993.	Effect	of	heliotherapy	on	skin	and	 joint	

symptoms	in	psoriasis:	a	6-month	follow-up	study.	Br	J	Dermatol	128:172-7.	

	

Snellman	E,	Maljanen	T,	Aromaa	A,	Reunanen	A,	Jyrkinen-Pakkasvirta	T,	Luoma	

J.	1998.	Effect	of	heliotherapy	on	the	cost	of	psoriasis.	Br	J	Dermatol	138:288-

92.	

	

Snellman	E,	Strozyk	M,	Segerback	D,	Klimenko	T,	Hemminki	K.	2003.	Effect	of	the	

spectral	range	of	a	UV	lamp	on	the	production	of	cyclobutane	pyrimidine	dimers	

in	human	skin	in	situ.	Photodermatol	Photoimmunol	Photomed	19:281-6.	

	



	

	148 

Snellman	G,	Byberg	L,	Lemming	EW,	Melhus	H,	Gedeborg	R,	Mallmin	H,	Wolk	A,	

Michaelsson	K.	2014.	Long-term	dietary	vitamin	D	intake	and	risk	of	fracture	and	

osteoporosis:	 a	 longitudinal	 cohort	 study	of	 Swedish	middle-aged	and	elderly	

women.	J	Clin	Endocrinol	Metab	99:781-90.	

	

Sokolova	A,	 Lee	A,	D	 Smith	 S.	 2015.	 The	 Safety	 and	 Efficacy	 of	Narrow	Band	

Ultraviolet	B	Treatment	in	Dermatology:	A	Review.	Am	J	Clin	Dermatol	16:501-

31.	

	

Souberbielle	 J-C,	 Courbebaisse	M,	 Cormier	 C,	 Pierrot-Deseilligny	 C,	 Viard	 J-P,	

Jean	G,	Cavalier	E.	When	should	we	measure	vitamin	D	concentration	in	clinical	

practice?	2012.	Scand	J	Clin	Lab	Invest	72:129-35.	

	

Spedding	 S.	 2014.	 Vitamin	 D	 and	 depression:	 a	 systematic	 review	 and	meta-

analysis	comparing	studies	with	and	without	biological	flaws.	Nutrients	6:1501-

18.	

	

Sperati	F,	Vici	P,	Maugeri-Saccà	M,	Stranges	S,	Santesso	N,	Mariani	L,	Giordano	

A,	Sergi	D,	Pizzuti	L,	Di	Lauro	L,	Montella	M,	Crispo	A,	Mottolese	M,	Barba	M.	

2013.	Vitamin	D	supplementation	and	breast	cancer	prevention:	a	 systematic	

review	and	meta-analysis	of	randomized	clinical	trials.	PLoS	ONE	8(7):	e69269.	

doi:10.1371/journal.pone.0069269.	

	

	

	

	



	

	 149 

Stalder	J,	Barbarot	S,	Wollenberg	A,	Holm	EA,	De	Raeve	L,	Seidenari	S,	Oranje	A,	

Deleuran	 M,	 Cambazard	 F,	 Svensson	 A,	 Simon	 D,	 Benfeldt	 E,	 Reunala	 T,	

Mazereeuv	 J,	 Boralevi	 F,	 Kunz	 B,	Misery	 L,	Mortz	 CG,	 Darsow	U,	 Gelmetti	 C,	

Diepgen	 T,	 Ring	 J,	 Moehrenschlager	 M,	 Gieler	 U,	 Taieb	 A,	 PO-SCORAD	

Investigators	Group.	2011.	Patient-Oriented	SCORAD	(PO-SCORAD):	a	new	self-

assessment	scale	in	atopic	dermatitis	validated	in	Europe.	Allergy	66:1114-21.	

	

Steingrimsdottir	 L,	 Gunnarsson	 O,	 Indridason	 OS,	 Franzson	 L,	 Sigurdsson	 G.	

2005.	 Relationship	 between	 serum	 parathyroid	 hormone	 levels,	 vitamin	 D	

sufficiency,	and	calcium	intake.	J	Am	Med	Assoc	294:2336-41.	

	

Storan	 ER,	 Galligan	 J,	 Barnes	 L.	 2014.	 Phototherapy-induced	 erythema	 in	

patients	with	psoriasis	and	obesity	treated	with	narrowband	UVB	phototherapy.	

Photoderm	Photoimmunol	Photomed	30:335-7.	

	

The	 National	 Nutrition	 Council.	 Finnish	 Nutrition	 Recommendations	 2014.	

Available	

at		http://www.ravitsemusneuvottelukunta.fi/files/images/vrn/2014/ravitsemu

ssuositukset_2014_fi_web.pdf	(Accessed	21st	April	2016).	

	

Thieden	E,	Agren	MS,	Wulf	HC.	2000.	The	wrist	is	a	reliable	body	site	for	personal	

dosimetry	 of	 ultraviolet	 radiation.	 Photodermatol	 Photoimmunol	 Photomed	

16:57-61.	

	

Thieden	E,	Philipsen	PA,	Heydenreich	J,	Wulf	HC.	2004.	UV	radiation	exposure	

related	 to	 age,	 sex,	 occupation,	 and	 sun	 behavior	 based	 on	 time-stamped	

personal	dosimeter	readings.	Arch	Dermatol	140:197-203.	



	

	150 

Tian	 XQ,	 Chen	 TC,	 Matsuoka	 LY,	 Wortsman	 J,	 Holick	 MF.	 1993.	 Kinetic	 and	

thermodynamic	 studies	 of	 the	 conversion	 of	 previtamin	 D3	 to	 vitamin	 D3	 in	

human	skin.	J	Biol	Chem	268:14888-92.	

	

Tjioe	M,	 Smits	 T,	 van	 de	 Kerkhof	 PCM,	 Gerritsen	MJP.	 2003.	 The	 differential	

effect	 of	 broad	band	 vs	narrow	band	UVB	with	 respect	 to	photodamage	and	

cutaneous	inflammation.	Exp	Dermatol	12:729-33.	

	

Tomlinson	PB,	Joseph	C,	Angioi	M.	2015.	Effects	of	vitamin	D	supplementation	

on	 upper	 and	 lower	 body	 muscle	 strength	 levels	 in	 healthy	 individuals.	 A	

systematic	review	with	meta-analysis.	J	Sci	Med	Sport	18:575-80.	

	

Tomon	M,	Tenenhouse	HS,	Jones	G.	1990.	Expression	of	25-hydroxyvitamin	D3–

24-hydroxylase	activity	in	Caco-2	cells.	An	in	vitro	model	of	intestinal	vitamin	D	

catabolism,	Endocrinol	126:2868-75.	

	

Torres-Borrego	J,	Molina-Teran	AB,	Montes-Mendoza	C.	2008.	Prevalence	and	

associated	factors	of	allergic	rhinitis	and	atopic	dermatitis	 in	children.	Allergol	

Immunopathol	36:90-100.	

	

Touvier	M,	Deschasaux	M,	Montourcy	M,	Sutton	A,	Charnaux	N,	Kesse-Guyot	E,	

Assman	KE,	Fezeu	L,	Latino-Martel	P,	Druesne-Pecollo	N,	Guinot	C,	Latreille	 J,	

Malvy	 D,	 Galan	 P,	 Hercberg	 S,	 Le	 Clerc	 S,	 Souberbielle	 J-L,	 Ezzedine	 K.	 2015.	

Determinants	of	vitamin	D	status	in	Caucasian	adults:	influence	of	sun	exposure,	

dietary	intake,	sociodemographic,	lifestyle,	anthropometric,	and	genetic	factors.	

J	Invest	Dermatol	135:378-88.	

	



	

	 151 

Trakatelli	M,	 Barkitzi	 K,	 Apap	C,	Majewski	 S,	De	Vries	 E,	 the	 EPIDERM	group.	

2016.	Skin	cancer	risk	in	outdoor	workers:	A	European	multicenter	case-control	

study.	J	Eur	Acad	Derm	Venereol	30:5-11.	

	

Trummer	 O,	 Langsenlehner	 U,	 Krenn-Pilko	 S,	 Pieber	 T,	 Obermayer-Pietsch	 B,	

Gerger	 A,	 Renner	W,	 Langsenlehner	 T.	 2016.	 Vitamin	 D	 and	 prostate	 cancer	

prognosis:	A	Mendelian	randomization	study.	World	J	Urol	34:607-11.	

	

Turunen	M,	Dunlop	TW,	Carlberg	C,	Väisänen	S.	2007.	Selective	use	of	multiple	

vitamin	 D	 response	 elements	 underlies	 the	 1α,25-dihydroxyvitamin	 D3-

mediated	negative	 regulation	of	 the	human	CYP27B1	gene.	Nucleic	Acids	Res	

35:2734-47.	

	

Tylavsky	 FA,	 Cheng	 S,	 Lyytikainen	 A,	 Viljakainen	 H,	 Lamberg-Allardt	 C.	 2006.	

Strategies	to	improve	vitamin	D	status	in	northern	European	children:	exploring	

the	merits	of	vitamin	D	fortification	and	supplementation.	J	Nutr	136:1130-4.	

	

Uttjek	M,	Dufaker	M,	Nygren	L,	Stenberg	B.	2004.	Determinants	of	quality	of	life	

in	a	psoriasis	population	in	northern	Sweden.	Acta	Derm	Venereol	84:37-43.	

	

Uusi-Rasi	 K,	 Patil	 R,	 Karinkanta	 S,	 Kannus	 P,	 Tokola	 K,	 Lamberg-Allardt	 C,	

Sievänen	H.	2015.	Exercise	and	vitamin	D	in	fall	prevention	among	older	women:	

a	randomized	clinical	trial.	JAMA	Intern	Med	175:703-11.	

	

Valtion	 ravitsemusneuvottelukunnan	 historiikki.	 Available	

at	 http://www.ravitsemusneuvottelukunta.fi/attachments/vrn/historiikki.pdf	

(Accessed	21st	April	2016).	



	

	152 

Vieth	R.	Vitamin	D	supplementation,	25-hydroxyvitamin	D	concentrations,	and	

safety.	1999.	Am	J	Clin	Nutr.	69:842-56.	

	

Vitamin	 D	 External	 Quality	 Assessment	 Scheme	 Review	 2014.	 Available	

at	 http://www.deqas.org/downloads/DEQAS%202014%20Review%20-

%20Amended.pdf	(Accessed	21st	April	2016).	

	

Vähävihu	K,	Ylianttila	L,	Salmelin	R,	Lamberg-Allardt	C,	Viljakainen	H,	Tuohimaa	

P,	Reunala	T,	Snellman	E.	2008.	Heliotherapy	improves	vitamin	D	balance	and	

atopic	dermatitis.	Br	J	Dermatol	158:1323-8.	

	

Vähävihu	K,	Ala-Houhala	M,	Peric	M,	Karisola	P,	Kautiainen	H,	Hasan	T,	Snellman	

E,	Alenius	H,	Schauber	J,	Reunala	T.	2010a.	Narrowband	ultraviolet	B	treatment	

improves	vitamin	D	balance	and	alters	antimicrobial	peptide	expression	in	skin	

lesions	of	psoriasis	and	atopic	dermatitis.	Br	J	Dermatol	163:321-8.	

	

Vähävihu	K,	Ylianttila	L,	Kautiainen	H,	Tuohimaa	P,	Reunala	T,	Snellman	E.	2010b.	

Spore	film	dosimeters	are	feasible	for	UV	dose	monitoring	during	heliotherapy.	

Photochem	Photobiol	86:1174-8.	

	

Vähävihu	K,	Ylianttila	L,	Kautiainen	H,	Viljakainen	H,	Lamberg-Allardt	C,	Hasan	T,	

Tuohimaa	 P,	 Reunala	 T,	 Snellman	 E.	 2010c.	 Narrowband	 ultraviolet	 B	 course	

improves	vitamin	D	balance	in	women	in	winter.	Br	J	Dermatol	162:848-53.	

	

Välimäki	 V,	 Alfthan	 H,	 Lehmuskallio	 E,	 Löyttyniemi	 E,	 Sahi	 T,	 Stenman	 U,	

Suominen	H,	Välimäki	MJ.	2004.	Vitamin	D	status	as	a	determinant	of	peak	bone	

mass	in	young	Finnish	men.	J	Clin	Endocrinol	Metab	89:76-80.	



	

	 153 

Välimäki	 V,	 Löyttyniemi	 E,	 Välimäki	MJ.	 2007.	 Vitamin	 D	 fortification	 of	milk	

products	does	not	resolve	hypovitaminosis	D	 in	young	Finnish	men.	Eur	J	Clin	

Nutr	61:493-7.	

	

Wacker	M	and	Holick	MF.	2013.	Sunlight	and	Vitamin	D:	A	global	perspective	for	

health.	Dermatoendocrinol	5:51-108.	

	

Wahl	A,	Hanestad	BR,	Wiklund	 I,	Moum	T.	1999.	Coping	and	quality	of	 life	 in	

patients	with	psoriasis.	Qual	Life	Res	8:427-33.	

	

Wahl	A,	Loge	JH,	Wiklund	I,	Hanestad	BR.	2000.	The	burden	of	psoriasis:	a	study	

concerning	health-related	quality	of	life	among	Norwegian	adult	patients	with	

psoriasis	compared	with	general	population	norms.	J	Am	Acad	Dermatol	43:803-

8.	

	

Wahl	AK,	Mork	C,	Cooper	BA,	Padilla	G.	2005.	No	long-term	changes	in	psoriasis	

severity	 and	 quality	 of	 life	 following	 climate	 therapy.	 J	 Am	 Acad	 Dermatol	

52:699-701.	

	

Wahl	AK,	Langeland	E,	Larsen	MH,	Robinson	HS,	Osborne	RH,	Krogstad	A.	2015.	

Positive	 changes	 in	 self-management	 and	 disease	 severity	 following	 climate	

therapy	in	people	with	psoriasis.	Acta	Derm	Venereol	95:317-21.	

	

Wallace	 AM,	 Gibson	 S,	 de	 la	 Hunty	 A,	 Lamberg-Allardt	 C,	 Ashwell	 M.	 2010.	

Measurement	 of	 25-hydroxyvitamin	 D	 in	 the	 clinical	 laboratory:	 current	

procedures,	performance	characteristics	and	limitations.	Steroids	75:477-88.	

	



	

	154 

Webb	 AR,	 Kline	 L,	 Holick	MF.	 1988.	 Influence	 of	 season	 and	 latitude	 on	 the	

cutaneous	synthesis	of	vitamin	D3:	exposure	to	winter	sunlight	 in	Boston	and	

Edmonton	will	not	promote	vitamin	D3	synthesis	in	human	skin.	J	Clin	Endocrinol	

Metab	67:373-8.	

	

Webb	AR.	2006.	Who,	what,	where	and	when-influences	on	cutaneous	vitamin	

D	synthesis.	Prog	Biophys	Mol	Biol	92:17-25.	

	

van	 Weelden	 H,	 De	 La	 Faille	 HB,	 Young	 E,	 van	 der	 Leun	 JC.	 1988.	 A	 new	

development	in	UVB	phototherapy	of	psoriasis.	Br	J	Dermatol	119:11-9.	

	

Weischer	M,	Blum	A,	Eberhard	F,	Rocken	M,	Berneburg	M.	2004.	No	evidence	

for	 increased	 skin	 cancer	 risk	 in	psoriasis	patients	 treated	with	broadband	or	

narrowband	UVB	phototherapy:	a	first	retrospective	study.	Acta	Derm	Venereol	

84:370-4.	

	

Weiss	 SC,	 Kimball	 AB,	 Liewehr	 DJ,	 Blauvelt	 A,	 Turner	ML,	 Emanuel	 EJ.	 2002.	

Quantifying	the	harmful	effect	of	psoriasis	on	health-related	quality	of	life.	J	Am	

Acad	Dermatol	47:512-8.	

	

Werfel	 T,	 Heratizadeh	 A,	 Aberer	 W,	 Ahrens	 F,	 Augustin	 M,	 Biedermann	 T,	

Diepgen	T,	Folster-Holst	R,	Gieler	U,	Kahle	 J,	Kapp	A,	Nast	A,	Nemat	K,	Ott	H,	

Przybilla	 B,	 Roecken	 M,	 Schlaeger	 M,	 Schmid-Grendelmeier	 P,	 Schmitt	 J,	

Schwennesen	 T,	 Staab	 D,	 Worm	 M.	 2016.	 S2k	 guideline	 on	 diagnosis	 and	

treatment	of	atopic	dermatitis	-	short	version.	J	Dtsch	Dermatol	Ges	14:92-105.	

	



	

	 155 

Wielders	 JP,	 Carter	 GF,	 Eberl	 H,	 Morris	 G,	 Jurgen	 Roth	 H,	 Vogl	 C.	 2015.	

Automated	 Competitive	 Protein-Binding	 Assay	 for	 Total	 25-OH	 Vitamin	 D,	

Multicenter	Evaluation	and	Practical	Performance.	J	Clin	Lab	Anal	29:451-61.	

	

Wolf	G.	2004.	The	discovery	of	vitamin	D:	the	contribution	of	Adolf	Windaus.	J	

Nutr	134:1299-302.	

	

Wolk	K,	Mallbris	L,	Larsson	P,	Rosenblad	A,	Vingard	E,	Stahle	M.	2009.	Excessive	

body	weight	and	smoking	associates	with	a	high	risk	of	onset	of	plaque	psoriasis.	

Acta	Derm	Venereol	89:492-7.	

	

Wyatt	C,	Lucas	R,	Hurst	C,	Kimlin	M.	2015.	Vitamin	D	deficiency	at	melanoma	

diagnosis	is	associated	with	higher	Breslow	thickness.	PLoS	ONE	10:e0126394.	

	

Ye	Z,	Sharp	SJ,	Burgess	S,	Scott	RA,	Imamura	F,	InterAct	Consortium,	Langenberg	

C,	 Wareham	 NJ,	 Forouhi	 NG.	 2015.	 Association	 between	 circulating	 25-

hydroxyvitamin	 D	 and	 incident	 type	 2	 diabetes:	 a	 mendelian	 randomisation	

study.	Lancet	Diabetes	Endocrinol	3:35-42.	

	

Ylianttila	 L,	 Huurto	 L,	 Visuri	 R,	 Jokela	 K.	 2005.	 UV-valohoitolaitteiden	

laadunvarmistuksen	 käytännön	 menetelmien	 kehittäminen.	 Available	 at	

http://www.fimea.fi/documents/160140/753095/19694_julkaisut_4_2005_UV

_julkaisu_verkko_v2-rd.pdf.pdf	 (Accessed	 21st	 April	 2016).	 Lääkelaitoksen	

julkaisusarja.	

	



	

	156 

Ylianttila	 L,	 Visuri	 R,	 Huurto	 L,	 Jokela	 K.	 2005.	 Evaluation	 of	 a	 single-

monochromator	 diode	 array	 spectroradiometer	 for	 sunbed	 UV-radiation	

measurements.	Photochem	Photobiol	81:333-41.	

	

Zachariae	 R,	 Zachariae	 H,	 Blomqvist	 K,	 Davidsson	 S,	 Molin	 L,	 Mork	 C,	

Sigurgeirsson	B.	2002.	Quality	of	life	in	6497	Nordic	patients	with	psoriasis.	Br	J	

Dermatol	146:1006-16.	

	

Zeljic	K,	Kandolf-Sekulovic	L,	Supic	G,	Pejovic	J,	Novakovic	M,	Mijuscovic	Z,	Magic	

Z.	 2014.	 Melanoma	 risk	 is	 associated	 with	 vitamin	 D	 receptor	 gene	

polymorphisms.	Melanoma	Res	24:273-9.	

	

Zhu	B,	Edson-Heredia	E,	Guo	J,	Maeda-Chubachi	T,	Shen	W,	Kimball	AB.	2014.	

Itching	 is	 a	 significant	problem	and	a	mediator	between	disease	 severity	 and	

quality	of	life	for	patients	with	psoriasis:	results	from	a	randomized	controlled	

trial.	Br	J	Dermatol	171:1215-9.	

	

	

	

	

	

	

	

	

	

	

	



	

	 157 

ORIGINAL	PUBLICATIONS	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	



	

	158 

	

	

	

	

	

	

	

	

	
	



Acta Derm Venereol 94

INVESTIGATIVE REPORT

Acta Derm Venereol 2014; 94: 146–151

© 2014 The Authors. doi: 10.2340/00015555-1685
Journal Compilation © 2014 Acta Dermato-Venereologica. ISSN 0001-5555

A course of treatment with narrow-band ultraviolet 
B (NB-UVB) improves psoriasis and increases serum 
25-hydroxyvitamin D (25(OH)D). In this study 12 pa-
tients with psoriasis who were supplemented with oral 
cholecalciferol, 20 µg daily, were given a course of NB-
UVB and their response measured. At baseline, serum 
25(OH)D was 74.14 ± 22.9 nmol/l. At the 9th exposure to 
NB-UVB 25(OH)D had increased by 13.2 nmol/l (95% 
confidence interval (95% CI) 7.2–18.4) and at the 18th 
exposure by 49.4 nmol/l (95% CI 35.9–64.6) above base-
line. Psoriasis Area Severity Index score improved from 
8.7 ± 3.5 to 4.5 ± 2.0 (p < 0.001). At baseline, psoriasis le-
sions showed low vitamin D metabolizing enzyme (CY-
P27A1, CYP27B1) and high human β-defensin-2 mRNA 
expression levels compared with those of the healthy 
subjects. In conclusion, NB-UVB treatment significantly 
increases serum 25(OH)D in patients with psoriasis who 
are taking oral vitamin D supplementation, and the con-
centrations remain far from the toxicity level. Healing 
psoriasis lesions show similar mRNA expression of vita-
min D metabolizing enzymes, but higher antimicrobial 
peptide levels than NB-UVB-treated skin in healthy sub-
jects. Key words: psoriasis; ultraviolet B radiation; vitamin 
D; CYP27A1; CYP27B1; cathelicidin; human β-defensin.
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Vitamin D insufficiency is common in Europe and North 
America, especially during the winter when vitamin D 
synthesis induced by sunlight is zero (1, 2). The desirable 
concentration of serum 25-hydroxyvitamin D (25(OH)
D), which is the best indicator of vitamin D status, is 
still under debate. A concentration below 75 nmol/l (30 
ng/ml) is considered to be insufficient for bone fracture 
prevention (3). In addition to osteoporosis, low serum 
25(OH)D concentration has recently been associated with 
risk of colorectal cancer and cardiovascular disease (4, 

5). Vitamin D is also known to affect skin inflammation 
and innate or adaptive immune responses (6, 7). 

Recent studies suggest that vitamin D insufficiency is 
also common in patients with psoriasis (8–10). Gisondi 
et al. (8) found that, in Italy in winter, serum 25(OH)D 
was below 50 nmol/l in 81% of patients with psoriasis 
compared with 30% of healthy controls. They also sho-
wed that vitamin D insufficiency was associated with 
psoriasis independently of age, sex and body mass index 
(BMI). Romaní et al. (10) concluded that the insuffi-
ciency was also common in patients with psoriasis and 
controls in Spain, but in their study carefully matched 
controls had a higher insufficiency rate than patients 
with psoriasis.

Narrow-band UVB (NB-UVB) phototherapy, a wi-
dely used effective treatment for psoriasis (11), suppres-
ses interferon-gamma (IFN-γ) and interleukin (IL)-17 
signalling pathways to resolve psoriatic inflammation 
(12). NB-UVB light emitting at 311–313 nm is also 
capable of activating vitamin D synthesis in cultured 
keratinocytes (13). Moreover, several studies have 
shown that, in addition to healing of psoriasis, NB-
UVB treatment significantly increases serum 25(OH)D 
(14–17), and this increase correlates with the activation 
of circulating regulatory T cells (18). 

Interestingly, the expression of cathelicidin, which 
is one of the most important antimicrobial peptides in 
human skin, is dependent on 1,25-dihydroxyvitamin 
D (1,25(OH)2D) and is triggered by UVB-induced vi-
tamin D metabolism (6, 19). Cathelidicin and another 
inducible cutaneous antimicrobial peptide, human 
β-defensin-2 (HBD2), can act as immune-regulating 
effectors or “alarmins” and link adaptive and innate 
immune responses (20). In addition, these antimicro-
bial peptides seem to have a role in the control of skin 
inflammation in psoriasis (21, 22).

The present study examined whether NB-UVB treat-
ment can increase serum 25(OH)D in patients with pso-
riasis who are already supplemented with oral vitamin 
D. In addition, we investigated the effects of NB-UVB 
exposure on cutaneous mRNA expression of vitamin 
D-metabolizing enzymes and antimicrobial peptides. 

Narrow-band Ultraviolet B Treatment Boosts Serum 25-hydroxyvitamin 

D in Patients with Psoriasis on Oral Vitamin D Supplementation
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METHODS 

Patients with psoriasis and healthy subjects
A total of 12 patients with psoriasis (mean age 42.8 years; Table 
I) participated in the study. Four patients had also psoriatic 
arthritis, but none of them received any systemic drug treatment 
because their arthritis was not active during the study. Inclu-
sion criteria were no phototherapy, solarium or sunny holidays 
during the 2 preceding months. Before the NB-UVB course the 
patients had used cholecalciferol 20 µg (800 IU) daily for a 
mean of 3.3 months (Table I). Fifteen nurses and other hospital 
employees (mean age 46.1 years; Table I) volunteered as con-
trols in the study. These subjects had used oral cholecalciferol 
for a mean of 3.4 months (Table I). The patients with psoriasis 
and the healthy subjects continued to use oral cholecalciferol 
during the NB-UVB course and subsequent to it. 

The study protocol was approved by the ethics committee 
of Tampere University Hospital and all subjects gave their 
informed consent to participate. The study protocol followed 
the principles of the Declaration of Helsinki.

Narrow-band UVB exposure
The study was performed in winter from December 2011 to April 
2012 in order to exclude the effect of the sun. The study subjects 
received NB-UVB exposure 3 times a week on the whole body 
area with a Waldmann UV 7001 cabin equipped with 40 TL01 
tubes (Schulze & Böhm, Brühl, Germany). The first NB-UVB 
dose was 0.19 J/cm2 (1.11 standard erythema dose (SED)) and it 
was gradually increased each time, according to a fixed protocol, 
up to 9 exposures, i.e. to 0.97 J/cm2 (5.70 SED). If the subjects 
experienced mild itching or erythema, the next NB-UVB dose 
was either not increased or was reduced. This was the case in 
6 patients with psoriasis and 8 healthy subjects. Thereafter, the 
NB-UVB treatment was given only to patients with psoriasis until 
the rash was almost or totally cleared. This took a mean of 20.5 
(range 11–31) NB-UVB exposures. Clinical improvement was 
measured with the Psoriasis Area Severity Index (PASI) score.

The mean cumulative dose of NB-UVB given to the 12 patients 
with psoriasis during 9 exposures was 4.49 ± 0.44 J/cm2 and to the 
9 patients during 18 exposures 15.63 ± 1.67 J/cm2. These doses are 
equivalent to 26.4 ± 2.6 SED and to 91.9 ± 9.8 SED, respectively. 
One SED is equivalent to 10 mJ/cm2 Commission Internationale de 
l’Eclairage (CIE) erythema-weighted irradiance. In the 15 healthy 
subjects the mean cumulative dose of 9 NB-UVB exposures was 
4.37 ± 0.55 J/cm2, which is equivalent to 25.7 ± 3.2 SED. The cu-
mulative NB-UVB doses given up to 9 exposures to the patients 
with psoriasis and healthy subjects did not differ (p = 0.57).

Measurement of serum 25-hydroxyvitamin D concentrations
Blood samples for serum 25(OH)D measurements were taken 
at baseline, and at 9th and 18th NB-UVB exposures. Follow-up 

samples were taken one month after the NB-UVB course. The 
samples were protected from light, centrifuged and then stored 
at –70ºC. Serum 25(OH)D concentration was analysed in du-
plicates using radioimmunoassay (Immunodiagnostic Systems, 
Boldon, UK), as described previously (23).

Skin biopsies and quantitative real-time PCR
Punch biopsies were taken from skin lesions of 12 patients with 
psoriasis (8 from the buttocks, 2 from elbows, and 2 from lower 
back) and from the buttocks of 13 healthy subjects at baseline 
and at the 9th NB-UVB exposure. The biopsies were immediately 
frozen and stored at –70ºC. Total RNA from biopsies was iso-
lated using TRIsure Reagent (Bioline, Luckenwalde, Germany) 
and 1 µg of RNA was reverse-transcribed with High Capacity 
cDNA Reverse Transcription Kit (Applied Biosystems, Foster 
City, CA, USA) to cDNA. The mRNA expression levels of 
CYP27A1 and CYP27B1 enzymes, and antimicrobial peptides 
cathelicidin and HBD2 were evaluated using a LightCycler® 2.0 
system and the corresponding human Universal Probe Library 
Set (Roche), as described previously (15).

Statistical analysis 
Statistical comparison between the groups was performed by 
Student’s t-test, permutation test or χ2 test, when appropriate. 
The changes within patients with psoriasis and healthy sub-
jects were analysed by applying a permutation test to related 
samples. Repeated measures were analysed using generalizing 
estimating equation models with the unstructured correlation 
structure using bootstrap-type standard error.

RESULTS

Serum 25(OH)D concentrations at baseline, during and 
after NB-UVB course 

At baseline, serum 25(OH)D concentration was 
74.14 ± 22.9 nmol/l (mean ± SD) in the 12 patients 
with psoriasis and 74.30 ± 14.8 nmol/ in the 15 healthy 
subjects. At 9th NB-UVB exposure serum 25(OH)D had 
increased by 13.2 nmol/l (95% CI 7.2–24.9, p = 0.0029) 
in the patients with psoriasis and by 17.0 nmol/l (95% 
CI 6.7–21.0, p < 0.001) in the healthy subjects (Fig. 1, 
Table II).

At 18th NB-UVB exposure 25(OH)D had increased 
by 49.4 nmol/l (95% CI 35.9–64.6, p = 0.0039) in the 9 
patients with psoriasis (Table II). PASI score improved 
in the patients with psoriasis from 8.7 (range 4.0–16.2) 
at baseline to 6.4 (range 2.1–12.8) at 9th and to 4.5 (range 
1.1–8.2) at 18th exposure (p < 0.001; Table II). 

One month after NB-UVB exposure, serum 25(OH)D 
was still increased from baseline by 29.9 nmol/l (95% 
CI 13.6–49.0; p = 0.0078) in the 8 patients with psoriasis 
and by 17.5 nmol/l (95% CI 10.1–24.9; p < 0.001) in the 
15 healthy subjects (Table II). 

Antimicrobial peptide and enzyme mRNA expression in 
skin biopsy specimens

At baseline, the mRNA expression levels of CYP27A1 
and CYP27B1 were significantly lower (p < 0.001) in 

Table I. Demography and use of oral cholecalciferol before narrow-
band ultraviolet B (NB-UVB) course in 12 patients with psoriasis 
and 15 healthy subjects

Psoriasis 
patients

Healthy 
subjects p-value

Male/female, n 7/5 1/14 0.008
Age, years, mean ± SD 42.8 ± 14 46.1 ± 11 0.47
Body mass index, kg/m2, mean ± SD 29.6 ± 5.4 23.4 ± 3.8 0.002
Fitzpatrick skin type II/III/IV, n 3/6/3 3/10/2 0.66
Oral cholecalciferol, 20 µg daily before
NB-UVB course, months, mean (range) 3.3 (1–24) 3.4 (1–24) 0.75

SD: standard deviation.
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the patients with psoriasis than in healthy subjects (Fig. 
2A and B, Table III). At baseline cathelicidin mRNA 
expression levels were similar in the psoriasis lesions 
and in the normal skin of healthy subjects, whereas 
HBD2 mRNA levels were significantly (p < 0.001) 
higher in the psoriasis lesions (Fig. 2C, Table III).

NB-UVB exposure did not change CYP27A1, 
CYP27B1 and cathelidicin mRNA expression levels in 
the patients with psoriasis, but a significant (p = 0.002) 
decrease was seen in the HBD2 mRNA expression level 
(Fig. 2 and Table III). In the healthy subjects NB-UVB 
exposure significantly decreased CYP27A1, CYP27B1 
and cathelidicin mRNA expression levels, while HBD2 
increased slightly (Fig. 2, Table III). 

DISCUSSION

Several recent studies have demonstrated that NB-UVB, 
a widely used treatment for psoriasis (11), significantly 
improves serum 25(OH)D concentrations, especially 

during the winter (10, 14–17). The number of NB-UVB 
exposures given in these psoriasis studies varied from 15 
to 27 and the increase in serum 25(OH)D ranged from 
66% to 163% (Table IV). In contrast to these previous 
studies, the present patients with psoriasis were additio-
nally supplemented with oral 20 µg of cholecalciferol 
daily for a mean of 3.3 months before entry into the trial. 
Due to this pre-treatment their mean serum 25(OH)D 
was 74 nmol/l at baseline, which is twice as high as in 
our previous study (14). Nevertheless, UVB treatment 
further increased serum 25(OH)D, by 17% at the 9th 
and by 58% at the 18th NB-UVB exposure. Although 
the BMI was significantly lower in the healthy subjects 
than in the patients with psoriasis, the baseline 25(OH)D 
concentration and the increase at 9th NB-UVB exposure 
was of approximately the same magnitude. This finding 
is somewhat unexpected because obese subjects are more 
prone to vitamin D insufficiency due to the deposition of 
vitamin D precursors in fat tissue (2, 24). In a recent study 
(25) in which subjects were supplemented with 15 µg oral 
cholecalciferol daily, BMI in older, but not in younger, 
adults was shown to be negatively associated with the 
change in serum 25(OH)D. These results indicate that 
BMI is important when performing vitamin D studies, 
and vitamin D insufficiency reported in some psoriasis 
studies could be attributed to obesity and comorbidities 
associated with severe psoriasis. The limitation of the 
present study is that the patients with psoriasis and the 
healthy subjects were not matched for BMI. However, 
the similar and significant increases in serum 25(OH)
D levels in both groups who were continuously supple-
mented with a rather high dose of oral vitamin D indicate 
that NB-UVB exposure is an efficient way to improve 
vitamin D balance. In agreement with this, 2 recent 
studies in healthy subjects have documented the superi-
ority of NB-UVB exposure over oral supplementation of 
cholecalciferol, 20 µg and 40 µg daily, to improve serum 
25(OH)D concentration (23, 26).

In the present study the mean increase in serum 
25(OH)D at the 18th NB-UVB exposure was 58% 
and the highest individual concentration measured 
155 nmol/l. Overall, the increase observed was not as 
marked as in previous psoriasis studies (Table IV). This 
is not unexpected, because it appears to be evident that 
the lower the starting 25(OH)D concentration the higher 

Table II. Narrow-band UVB (NB-UVB) doses, serum 25-hydroxyvitamin D (25(OH)D) concentrations and Psoriasis Area Severity Index 
(PASI) scores in 12 patients with psoriasis and 15 healthy subjects

At baseline
At 9th NB-UVB 
exposure

At 18th NB-UVB 
exposure

1 month after 
NB-UVB course

Patients with psoriasis, n
Total NB-UVB dose, J/cm2, mean ± SD
25(OH)D; nmol/l, mean ± SD
PASI score, mean ± SD

12
–
74.1 ± 22.9
  8.7 ± ±3.5

12
  4.5 ± 0.4
87.3 ± ± 16.0
  6.4 ± 3.1

9
15.6 ± 1.7
117.3 ± 28.9
4.5 ± 2.0

    8
–
115.0 ± 26.5
–

Healthy subjects, n
Total NB-UVB dose, J/cm2

25(OH)D, nmol/l, mean ± SD

15
–
74.3 ± 14.8

15
  4.37 ± 0.6
91.3 ± 17.1

–   15
–
  88.3 ± 19.9

Fig. 1. Serum 25-hydroxyvitamin D (25(OH)D) concentrations before and at 
9th (after) narrow-band ultraviolet B (NB-UVB) exposure in 12 patients with 
psoriasis and 15 healthy subjects. The patients with psoriasis and healthy 
subjects received oral cholecalciferol, 20 µg daily. The increase is significant 
in the patients with psoriasis (p = 0.003) and healthy subjects (p < 0.001).

L
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the response to UVB treatment (27). Moreover, there 
is evidence that during UVB exposure to the skin, but 
not during oral supplementation, a negative feedback 
mechanism controls vitamin D synthesis to prevent 
overdosing and vitamin D toxicity (28). It is notewor-
thy in this context, that 1 of the present patients had an 
exceptionally high level of serum 25(OH)D, i.e.130 
nmol/l at baseline and she was the only one to respond 
to NB-UVB exposure with decreased serum 25(OH)D. 

In addition, although the patients and healthy subjects 
continued with oral cholecalciferol supplementation, 
serum 25(OH)D concentrations started to decrease one 
month after NB-UVB exposure. This is in agreement 
with our previous NB-UVB studies (15, 23) and demon-
strates that even rather high continuous oral vitamin 
D supplementation is not sufficient to maintain serum 
25(OH)D levels achieved by a short course of NB-UVB 
exposure. It has been reported that NB-UVB exposure 
given twice a month maintains the levels of 25(OH)
D achieved in the summer (29). Therefore, a similar 
schedule could be applicable to the NB-UVB-treated 
patients with psoriasis during the winter in order to 
maintain sufficient vitamin D.

A previous study in UVB-treated organ cultures sho-
wed that CYP27A1 and CYP27B1 in the keratinocytes 
are capable of hydroxylating precursors into the active 
form of vitamin D, i.e. 1,25(OH)2D (13). Thus, both 

enzymes could be regarded as surrogate markers for 
vitamin D metabolism. In the present study the expres-
sion levels of CYP27A1 and CYP27B1 at baseline were 
low in the psoriatic lesions compared with healthy skin 
and did not change during NB-UVB treatment. At first, 
the low baseline level of CYP27B1 in psoriasis lesions 
seems difficult to explain. However, the patients with 
psoriasis were supplemented with oral cholecalciferol, 
and it could be that the metabolism of vitamin D in the 
psoriasis lesions is far more active than in the normal 
skin of healthy subjects. Due to this, the low CYP27A1 
and CYP27B1 activities in the psoriasis lesions at 
baseline and after NB-UVB exposure, and also in the 
normal skin after NB-UVB exposure, could be due to a 
very sensitive natural feedback controlling mechanism 
in cutaneous vitamin D synthesis (6, 7). 

Antimicrobial peptides seem to have a role in the 
pathogenesis of skin inflammation in psoriasis (21, 30). 
In agreement with our previous study (15), we found 
in psoriasis lesions at baseline significantly increased 
mRNA expression of HBD2. we could also show that 
repeated NB-UVB exposure reduced HBD2 expression 
in healing psoriasis lesions. In contrast to HBD2, we 
found no increased mRNA expression of cathelicidin 
in the psoriasis lesions, either at baseline or after NB-
UVB exposure. This is surprising with regard to the 
findings of our previous study (15). The continuous 

Table III. Vitamin D metabolizing enzyme and antimicrobial peptide mRNA expression levels in the psoriasis lesions of 12 patients and 
normal skin of 13 healthy subjects at baseline and at 9th narrow-band UVB (NB-UVB) exposure

Psoriasis

p-value

Healthy subjects

p-value
Baseline 
Mean ± SD

At 9th NB-UVB 
Mean ± SD

Baseline 
Mean ± SD

At 9th NB-UVB 
Mean ± SD

CYP27A1 0.16 ± 0.85 0.23 ± 0.13 0.17 1.05 ± 0.34 0.43 ± 0.14 < 0.001
CYP27B1 0.69 ± 0.14 0.60 ± 0.18 0.070 1.04 ± 0.35 0.63 ± 0.18 0.0017
Cathelicidin 1.81 ± 1.51 1.70 ± 1.58 0.88 1.32 ± 0.99 0.12 ± 0.08 < 0.001
Human β-defensin-2 41,739 ± 65,700 1,497 ± 1,037 0.002 159.65 ± 302.49 471.84 ± 328.71 0.041

Fig. 2. (A) CYP27A1 mRNA, (B) CYP27B1 mRNA and (C) cathelicidin mRNA expression levels in skin lesions of patients with psoriasis (n = 12) and 
normal skin of healthy subjects (n = 13) before and at 9th (after) narrow-band ultraviolet B (NB-UVB) exposure. Before NB-UVB course the CYP27A1 
and CYP27B1 levels are significantly lower (p < 0.001), but the cathelidicin levels do not differ (p = 0.34) in the patients with psoriasis compared with the 
healthy subjects. NB-UVB exposure did not change CYP27A1 mRNA, CYP27B1 mRNA or cathelidicin mRNA levels in the patients with psoriasis (A: 
p = 0.17; B: p = 0.070; C: p = 0.88) but the decrease is significant (A: p < 0.001; B: p = 0.002; C: p < 0.001) in the healthy subjects.
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oral supplementation with vitamin D before the study, 
with possible accumulation of vitamin D precursors and 
1,25(OH)2D in the psoriasis lesions and activation of 
negative feedback mechanisms, could again be a reason 
for this finding. Overall, the present cathelidicin and 
vitamin D-metabolizing enzyme gene expression results 
suggest that the normal skin of healthy subjects reacts 
more actively to NB-UVB exposure than the inflamed 
skin of psoriasis lesions. It is, however, noteworthy that 
in spite of these gene expression differences the patients 
with psoriasis and healthy subjects showed similar NB-
UVB responses in the serum 25(OH)D concentration. 

Knowledge of the risk of vitamin D insufficiency is 
well-accepted. In Finland, for example, there are recom-
mendations for children and pregnant women to use up 
to 10 µg and for elderly people up to 20 µg daily of oral 
vitamin D supplementation (31). Moreover, vitamin D 
products are actively marketed and voluntary supple-
mentation especially during winter months is now also 
common among dermatological patients. Many patients 
with psoriasis will receive NB-UVB treatment, which is 
effective and, in the short-term, is considered safe with 
regard to risk of skin malignancy (32, 33). The present 
NB-UVB study documented that even though the pa-
tients with psoriasis received oral cholecalciferol 20 µg 
daily their serum 25(OH)D concentrations remained far 
from 250 nmol/l. Levels below this are considered safe 
with regard to toxicity (34) and, therefore, we conclude 
that there is no need to stop voluntary oral vitamin D 
supplementation whenever patients with psoriasis need 
to start NB-UVB treatment. In addition, in the present 
study patients with psoriasis supplemented with oral 
cholecalciferol showed a similar significant decrease 
in PASI score, as did the patients with no oral vitamin 
D supplementation in our previous study (15). This 
suggests that the response to NB-UVB treatment in 
psoriasis is not dependent on whether the patient is 
supplemented with oral vitamin D.

In conclusion, this study showed that, although 
the patients with psoriasis received continuous oral 
cholecalciferol supplementation, NB-UVB exposure 
increased serum 25(OH)D concentration by 58%. In 

healing psoriasis lesions NB-UVB treatment did not 
alter the expression of vitamin D-metabolizing enzyme 
and cathelidicin mRNA, but decreased the expression 
of HBD2 mRNA. 
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Exposure to solar ultraviolet B radiation during the sum-
mer months is the main source of vitamin D (VD) for 
people living in northern latitudes. The aim of this study 
was to determine whether artificial narrowband ultra-
violet B (NB-UVB) whole-body exposures could maintain 
VD levels in winter. The intervention group received 2 
standard erythema doses (SEDs) of NB-UVB exposures 
every second week from October 2013 to April 2014. In 
October 2013 serum 25-hydroxyvitamin D concentra-
tions were 78.3 nmol/l in the intervention group (n = 16) 
and 76.8 nmol/l in the control group (n = 18). By April 
2014 the concentrations had increased by 11.7 nmol/l 
(p = 0.029) in the intervention group and decreased by 
11.1 nmol/l (p = 0.022) in the control group. The base-
line VD concentration showed a negative correlation 
(p = 0.012) with body mass index (BMI). In conclusion, a 
suberythemal NB-UVB dose of 2 SED every second week 
maintains and even increases serum VD concentrations 
during the winter. A high BMI seems to predispose sub-
jects to low levels of VD. Key words: 25-hydroxyvitamin D; 
ultraviolet B; narrow-band ultraviolet B; body mass index.
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Vitamin D (VD) insufficiency is a worldwide issue (1). 
VD is synthesized from 7-dehydrocholesterol in response 
to ultraviolet B (UVB) radiation and its key role is in 
adjusting the serum calcium level to enable metabolic 
functions, signal transduction and neuromuscular acti-
vity (2). VD insufficiency has been linked to chronic 
skeletal (3) and extra-skeletal diseases, such as obesity 
and type 2 diabetes mellitus (4, 5). The best indicator 
of VD status is its circulating form, 25-hydroxyvitamin 
D [25(OH)D] (2). Levels above 50 nmol/l are thought 
to be sufficient for calcium and bone homeostasis, but 
the optimal level for extra-skeletal effects is unclear 
(6). The Institute of Medicine (Washington DC, USA) 
recommends a dietary intake of VD supplements of 15 

µg daily for people aged 1–70 years and 20 µg daily for 
those older than 70 years (7). In addition to VD supp-
lements, artificial ultraviolet B (UVB) light treatments 
increase VD concentrations (8). Narrowband ultraviolet 
B (NB-UVB) exposures given 3 times a week increase 
serum 25(OH)D concentrations even more than does 20 
µg or 40 µg oral cholecalciferol daily (9, 10). Bogh et 
al. (11) showed that 1 standard erythema dose (SED) of 
broadband ultraviolet B (BB-UVB) every second week 
can be used to maintain serum 25(OH)D concentrations 
during the winter (11). On the other hand, as NB-UVB 
is better tolerated (12), widely used (13), and provides 
a higher vitamin D action spectrum-weighted irradiance 
dose (14), we examined its ability to maintain summer 
levels of vitamin D throughout the winter period.

MATERIALS AND METHODS

Subjects
Thirty-seven healthy volunteers were randomized to an interven-
tion group (n = 18) or a control group (n = 19). Inclusion criteria 
were: age 18 years or older; and avoidance of solarium visits, 
phototherapy, sunny holidays and vitamin D supplementation 
during a 1-month washout period prior to the trial and during it. 
Exclusion criteria were: pregnancy, skin disease, previous skin 
cancer, intake of photosensitizing drugs; and Fitzpatrick’s skin 
reactive type 1 (15). Recruitment began on 1 September 2013 
and the trial was carried out at the Department of Dermatology 
of Tampere University Hospital from 7 October 2013 to 5 May 
2014. The principal investigator assessed the skin types of the 
volunteers. VD intake at the onset was estimated by means of 
a 3-day food frequency questionnaire. Altogether 34 subjects 
completed the trial (Table I). Two intervention subjects were 
disqualified for failing to follow the irradiation schedule and one 
control subject was disqualified for taking VD supplements. All 
3 were excluded from the analyses. The protocol was approved 
by the ethics committee of Tampere University Hospital, and all 
the volunteers gave their informed consent in advance. 

Randomization and sample size calculation
Volunteers were randomized to the intervention and control 
groups in blocks of 2 using a web-based validated program (Re-
search Randomizer (http://www.randomizer.org)). The primary 
investigator randomized and enrolled all the participants. The 
trial was designed to show an inter-group difference in 25(OH)
D of at least 12 nmol/l, with an α-value of 0.05 and a β-value of 
0.90. An assumed standard deviation (SD) of 9 nmol/l for the 
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25(OH)D analyses at 50 nmol/l was used. Thus, it was considered 
necessary that 12 volunteers per group should complete the trial.

Narrowband ultraviolet B treatment
The intervention group received a total of 13 NB-UVB whole-
body exposures, given every other week for 24 weeks with 
a Waldmann UV 7002 cabin equipped with 42 TL01 tubes 
(Schulze & Böhm, Brühl, Germany). The first NB-UVB non-
weighted total UV dose was 170 mJ/cm2 (1 SED), which was 
subsequently increased to 340 mJ/cm2 (2 SED). One SED is 
equivalent to an erythemal effective radiant exposure of 10 mJ/
cm2 CIE (16). The cabin was calibrated by the Nuclear Safety 
Authority of Finland using an Ocean Optics S2000 spectrora-
diometer. After correction for stray light and other systematic 
errors, the estimated measurement uncertainty (2σ) of the Ocean 
Optics S2000 is 14% (17) and the measurements are traceable 
to the National Institute of Standards and Technology, USA. 
Previously measured lamp spectra were used for the NB-UVB 
(TL01) and BB-UVB (Waldmann UV6) dose calculations (18).

Serum 25-hydroxyvitamin D and parathyroid hormone measurements 
Blood samples for 25(OH)D analyses were drawn at the onset, 
and at weeks 6, 14, 20, 26 and 30. During the intervention 
period the samples of the intervention group were taken just 
before the scheduled exposure to UVB. The samples were 
centrifuged and plasma was stored at –20°C and analysed for 
25(OH)D by enzyme immunoassay (Roche Diagnostics, Mann-
heim, Germany). Plasma parathyroid hormone (PTH) samples 
were taken at the onset of the trial and at 14 weeks. Blood was 
collected into ethylenediaminetetraacetic acid (EDTA) tubes, 
centrifuged and analysed by immunochemiluminometric assay. 

Statistical analysis
Confidence intervals (95% CI) were obtained by bias-corrected 
bootstrapping (5,000 replications). Statistical comparisons were 
made using the analysis of t-test co-variance (ANCOVA). In 

the case of violation of the assumptions (e.g. non-normality) 
a bootstrap-type test was used. Longitudinal measures for 
continuous outcomes were analysed using a bootstrap-type 
generalized estimating equations (GEE) model, the GEE having 
been developed as an extension of the general linear model for 
analysing longitudinal and other correlated data. GEE models 
take into account the correlation between repeated measure-
ments in the same subject, they do not require complete data, 
and a fit can be achieved even when observations for some 
individuals are lacking at certain time-points. No adjustment 
was made for multiple testing. When comparing the increases 
in VD concentrations, the model was adjusted for the baseline 
value, body mass index (BMI) and Fitzpatrick’s skin type. 
Pearson’s χ2-test was used when comparing nominal data. 
The STATA 13.1, StataCorp LP (College Station, TX, USA) 
statistical package was used for the analyses.

RESULTS

Vitamin D intake and NB-UVB exposures

The mean ± SD daily VD intake at onset was 7.0 ± 3.7 
µg in the intervention group and 6.7 ± 2.2 µg in the 
control group (p = 0.78) (Table I). The intervention 
group received 13 NB-UVB exposures over 24 weeks, 
implying a cumulative NB-UVB dose of 25 SED, 
which corresponds to a physical dose of 4.25 J/cm2. 
No adverse effects were detected.

Serum 25-hydroxyvitamin D concentrations

The mean baseline serum VD concentration in October 
was 78.3 nmol/l in the intervention group and 76.8 nmol/l 
in the control group (Table II, Fig. 1) showing a mode-
rate negative correlation with BMI (r = –0.43, p = 0.012). 
The mean ± SD concentrations in the intervention group 
peaked at 104.5 ± 40.2 nmol/l in February, i.e. in week 
20 (Fig. 1), and had a mean increase of 11.7 nmol/l 
(p = 0.029) by the end of the intervention period, in April 
(week 26), at which point the mean for the control group 
had decreased by 11.1 nmol/l (p = 0.022, Fig. 1, Table 
II). The difference between the groups was statistically 
highly significant (p < 0.001) when adjusted for the ba-
seline value, BMI and Fitzpatrick’s skin type. During 
the 1-month follow-up period the mean concentration of 
VD in the intervention group decreased by 10.6 nmol/l 
(p < 0.001) and that in the control group by 2.7 nmol/l 
(p = 0.18; Fig. 1, Table II).

Parathyroid hormone 
concentrations

The mean ± SD initial PTH 
levels were 3.8 ± 1.1 pmol/l 
in the intervention group and 
4.2 ± 1.2 pmol/l in the control 
group (p = 0.32), while those at 
week 14 were 3.7 ± 1.4 pmol/l 
and 4.7 ± 1.8 pmol/l, respecti-
vely (p = 0.11) (Table I).

Table I. Demographics, vitamin D intake and plasma parathyroid 
hormone concentrations at baseline in the narrow-band ultraviolet 
B (NB-UVB)-treated and control groups

NB-UVB 
n = 16

Control 
n = 18 p-value

Males/females, n 3/13 1/17 0.32
Age, years, mean (range) 35 (21–61) 36 (20 –61) 0.76
BMI, kg/m2, mean ± SD 23.0 ± 1.9 25.2 ± 3.4 0.029
Fitzpatrick’s skin type II/III/IV, n 8/7/1 8/10/0 0.61
Vitamin D intake, µg/day, mean ± SD 7.0 ± 3.7 6.7 ± 2.2 0.78
Parathyroid hormone, pmol/l, mean ± SD 3.8 ± 1.1 4.2 ± 1.2 0.32

BMI: body mass index; SD: standard deviation.

Table II. Serum 25-hydroxyvitamin D concentrations in the narrow-band ultraviolet B (NB-
UVB)-treated and control groups at baseline and at the end of the intervention period (week 26)

Serum 25-hydroxyvitamin D (nmol/l)

p-value
NB-UVB group 
n = 16

Control group 
n = 18

Baseline (October 2013), mean ± SD 78.3 ± 36.1 76.8 ± 26.6 0.90a

Week 26 (April 2014), mean ± SD 88.7 ± 29.2 65.8 ± 23.9 0.019a

Change from baseline to week 26, mean (95% CI) 11.7 (1.9 –20.0)b –11.1 (–19.4 to –2.7)c 0.0017a

Change from week 26 to 30, mean (95% CI) –10.6 (–15.1 to –5.9)d –2.7 (–6.1–0.8)e 0.015a

aNot adjusted; bp = 0.029; cp = 0.022; dp < 0.001; ep = 0.18.
SD: standard deviation; 95% CI: 95% confidence interval.
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DISCUSSION 

The results of this study show that an artificial NB-UVB 
exposure of 2 SED every second week maintained VD 
concentrations throughout the winter, whereas levels in 
the control group decreased. No adverse effects were 
observed. The NB-UVB dose was small, given that an 
average Dane receives 1.5 SED of solar UV radiation 
daily in July (19). Bogh et al. (11) have shown that a 
BB-UVB exposure of 1 SED every second week will 
maintain summer levels of VD. They gave 9 BB-UVB 
exposures over 16 weeks and observed a non-significant 
decrease of 4.7 nmol/l from the baseline concentration of 
VD of 72.0 nmol/l. In the present trial we gave 13 NB-
UVB exposures over 24 weeks and achieved a significant 
increase of 11.7 nmol/l over a baseline concentration 
of VD of 78.3 nmol/l. The dose (2 SED vs. 1 SED) 
and the length of exposure (24 vs. 16 weeks) seem to 
be the major reasons for the better VD response in our 
volunteers, although the fact that the vitamin D action 
spectrum-weighted irradiance dose (14) for an exposure 
of 1 SED is higher with NB-UVB (23 mJ/cm2 CIE) than 
with BB-UVB (16 mJ/cm2 CIE) may also have had an 
effect. It should be noted that the highest concentration 
of VD was observed at week 20 (Fig. 1), before the last 
3 NB-UVB exposures were given. The subsequent de-
crease in concentration may have been due to negative 
feedback in the 25(OH)D system (20).

The administration of UVB irradiation over a long 
period of time raises a question regarding the potential 
risks related to UV-induced immunosuppression. The 
human action spectrum for immunosuppression peaks 
at UVA and UVB wavelengths, as measured by UV-

induced suppression of elicitation of delayed or contact 
type hypersensitivity (CHS) to nickel (21, 22). The most 
sensitive UVA wavelength is 370 nm, where the minimum 
immunosuppressive physical dose is 409.4 mJ/cm2 (21). In 
the present trial a 1 SED dose was equal to an integrated 
non-weighted dose of 11 mJ/cm2 between 360 and 390 nm 
for both NB-UVB and BB-UVB lamps, which is below 
the immunosuppressive dose. In the UVB range immuno
suppression peaks at 300 nm and no immunosuppression 
has been recorded at 322 nm (22). With a 1 SED dose of 
NB-UVB or BB-UVB the minimum immunosuppressive 
dose is not exceeded, but it could be exceeded with a 2 
SED dose of either NB-UVB or BB-UVB. However, sup-
pression of the recall type (efferent) immunity, such as the 
patch-testing existing nickel allergy, is just one possible 
end-point of the immune response. Other potentially more 
relevant end-points are the suppression of the induction 
of either local (CHS) or systemic delayed type hypersen-
sitivity (the afferent immunity) (23, 24). Even though no 
association between NB-UVB treatment and skin cancer 
has been observed (25), there are no safe limits for photo
therapy. What is “safe” for one individual is not safe for 
another (26, 27). Both UVB and UVA cause signature 
mutations in DNA, and UVA wavelengths promote photo
aging. As regards the mutagenic potential of NB-UVB and 
BB-UVB, they appear to be equal (28). 

We found a moderate negative correlation between 
BMI and baseline VD status in our volunteers. A meta-
analysis has confirmed the occurrence of low VD con-
centrations among obese subjects, suggesting that the 
reason for this may be volumetric dilution of 25(OH)
D in the fat tissue (29). A high BMI therefore seems to 
predispose subjects to VD insufficiency, which in turn 
increases the risk of contracting VD-related diseases 

(3–5). The dietary VD intake was 7.0 µg in the inter-
vention group and 6.7 µg in the control group. These 
intakes were approximately the same as in our previous 
study with healthy subjects (8), but remained lower than 
in the recent national survey carried out in Finland (30). 
Only a few of the present volunteers were receiving the 
estimated average requirement of 10 µg dietary VD 
daily, and none had reached the recommended dietary 
allowance of 15 µg (7). It seems that an additional 10 
µg VD supplement is needed to ensure adequate VD 
status in the adult population (7, 31).

We have shown previously that regular NB-UVB 
exposures increase serum VD concentrations more than 
20 µg of oral cholecalciferol daily (9). In addition, NB-
UVB exposures increased the mean VD concentration 
by as much as 58% in patients with psoriasis who were 
receiving a 20 µg oral cholecalciferol supplement daily 
(32). Lagunova et al. (33) compared the effect of VD 
supplementation (50 µg oral cholecalciferol daily) and 
10 UVB exposures to a total dose of 23.8 SED on VD 
concentration in a 1-month study. Both interventions 
increased serum 25(OH)D concentrations similarly, by 
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Fig. 1. 25-Hydroxyvitamin D concentrations in the narrow-band ultraviolet 
B (NB-UVB)-treated and control groups during the intervention (weeks 
0–26) and follow-up periods (weeks 26–30).
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20–25 nmol/l. The total UVB dose was comparable to 
the 25 SEDs given in our study, but the intervention 
period was only 5 weeks compared with our 24 weeks. 
In the following commentary, UV dose-response studies 
with more careful and possibly safer exposure protocol 
were warranted (34). The strengths of our study are the 
randomized and controlled design, the long time-frame 
covering all winter, and the similarity of the groups. A 
limitation of our study is the need to standardize further 
the analytical methods for 25(OH)D, as suggested by 
Volmer et al. (35). 

Our goal was to examine the capacity of low-dose NB-
UVB exposures to maintain VD concentrations during 
the winter. The results confirmed that the 2 SED dose 
given every second week from October to April was 
enough to maintain the baseline concentrations of VD 
and even to increase them, suggesting that a NB-UVB 
dose of 1 SED might be appropriate for this purpose. A 
parallel comparison of continuous NB-UVB exposures 
and the recommended oral VD supplementation of 10 
µg daily during the winter should be carried out (7, 31).

In conclusion, a suberythemal dose of NB-UVB of 
2 SED given to healthy subjects every second week 
over the winter months can maintain and even increase 
post-summer VD concentrations.

ACKNOWLEDGEMENTS
The authors would like to thank the personnel of the Depart-
ment of Dermatology and Allergology at Tampere University 
Hospital for their help in recruitment and for organizing and 
participating in the trial. 

REFERENCES

1.	Wacker M, Holick MF. Sunlight and vitamin D: a global 
perspective for health. Dermatoendocrinol 2013; 5: 51–108.

2.	Holick MF. The cutaneous photosynthesis of previtamin 
D3: a unique photoendocrine system. J Invest Dermatol 
1981; 77: 51–58.

3.	Holick MF. Vitamin D: the underappreciated D-lightful 
hormone that is important for skeletal and cellular health. 
Curr Opin Endocrinol Diabetes Obes 2002; 9: 87–98. 

4.	Saneei P, Salehi-Abargouei A, Esmaillzadeh A. Serum 
25-hydroxyvitamin D levels in relation to body mass index: 
a systematic review and meta-analysis. Obes Rev 2013; 
14: 393–404. 

5.	Parker J, Hashmi O, Dutton D, Mavrodaris A, Stranges S, 
Kandala NB, et al. Levels of vitamin D and cardiometabolic 
disorders: systematic review and meta-analysis. Maturitas 
2010; 65: 225–236.

6.	Autier P, Boniol M, Pizot C, Mullie P. Vitamin D status and 
ill health: a systematic review. Lancet Diabetes Endocrinol 
2014; 2: 76–89.

7.	Institute of Medicine. Dietary reference intakes for calcium 
and vitamin D. Washington, DC: National Academies 
Press; 2011. 

8.	Vähävihu K, Ala-Houhala M, Peric M, Kautiainen H, Hasan 
T, Snellman E, et al. Narrowband ultraviolet B treatment 
improves vitamin D balance and alters antimicrobial 

peptide expression in skin lesions of psoriasis and atopic 
dermatitis. Br J Dermatol 2010; 163: 321–328. 

9.	Ala-Houhala MJ, Vähävihu K, Hasan T, Kautiainen H, 
Ylianttila L, Viljakainen HT. Comparison of narrowband 
ultraviolet B exposure and oral vitamin D substitution on 
serum 25-hydroxyvitamin D concentration. Br J Dermatol 
2012; 167: 160–164.

10.	Bogh MKB, Gullstrand J, Svensson A, Ljunggren B, Dork-
han M. Narrowband ultraviolet B three times per week is 
more effective in treating vitamin D deficiency than 1600 
IU oral vitamin D3 per day: a randomized clinical trial. Br 
J Dermatol 2012; 167: 625–630.

11.	 Bogh MKB, Schmedes AV, Philipsen PA, Thieden E, Wulf 
HC. A small suberythemal ultraviolet B dose every second 
week is sufficient to maintain summer vitamin D levels: 
a randomized controlled trial. Br J Dermatol 2012; 166: 
430–433.

12.	Picot E, Meunier L, Picot-Debeze MC, Peyron JL, Mey-
nadier J. Treatment of psoriasis with a 311-nm UVB lamp. 
Br J Dermatol 1992; 127: 509–512.

13.	Almutawa F, Alnomair N, Wang Y, Hamzavi I, Lim HW. 
Systematic review of UV-based therapy for psoriasis. Am 
J Clin Dermatol 2013; 14: 87–109.

14.	 Boullion R, Eisman J, Garabedian M et al. Action spectrum for 
the production of pre-vitamin D in human skin. Available from: 
ftp://ftp.pmodwrc.ch/pub/roger/20080423163250.pdf. Com-
mission Internationale de l’Eclairage (CIE) 2006; 174: 1–12.

15.	Fitzpatrick TB. The validity and practicality of sun-reactive 
skin types I through VI. Arch Dermatol 1988; 124: 869–871.

16.	 Commission Internationale de l’E´clairage (CIE) (1999) 
Erythemal reference action spectrum and standard erythemal 
dose. CIE standard ISO 17166:1999(E) CIE S 007/E 1998.

17.	Ylianttila L, Visuri R, Huurto L, Jokela K. Evaluation of a 
single-monochromator diode array spectroradiometer for 
sunbed UV-radiation measurements. Photochem Photobiol 
2005; 81: 333–341.

18.	Ylianttila L, Huurto L, Visuri R, Jokela K. Development 
of quality assurance methods for ultraviolet phototh-
erapy devices. Available from: http://www.fimea.fi/docu-
ments/160140/753095/19694_julkaisut_4_2005_UV_jul-
kaisu_verkko_v2-rd.pdf.pdf. Finnish Medicines Agency. 
Publication series 4/2005. (in Finnish).

19.	Thieden E, Philipsen P, Heydenreich J, Wulf HC. UV 
radiation exposure related to age, sex, occupation, and 
sun behavior based on time-stamped personal dosimeter 
readings. Arch Dermatol 2004; 140: 197–203.

20.	Tsiaras W, Weinstock M. Factors influencing vitamin D 
status. Acta Derm Venereol 2011; 91: 115–124.

21.	Matthews YJ, Halliday GM, Phan TA, Damian DL. Wave-
length dependency for UVA-induced suppression of recall 
immunity in humans. J Dermatol Sci 2010; 59: 192–197.

22.	Matthews YJ, Halliday GM, Phan TA, Damian DL. A UVB 
wavelength dependency for local suppression of recall im-
munity in humans demonstrates a peak at 300 nm. J Invest 
Dermatol 2010; 130: 1680–1684.

23.	Fourtanier A, Moyal D, Maccario J, Compan D, Wolf P, 
Quehenberger F, et al. Measurement of sunscreen immune 
protection factors in humans: a consensus paper. J Invest 
Dermatol 2005; 125: 403–409.

24.	Wolf P, Hoffmann C, Quehenberger F, Grinschgl S, Kerl H. 
Immune protection factors of chemical sunscreens measu-
red in the local contact hypersensitivity model in humans. 
J Invest Dermatol 2003; 121: 1080–1087.

25.	Hearn RM, Kerr AC, Rahim KF, Ferguson J, Dawe RS. 
Incidence of skin cancers in 3867 patients treated with 
narrow-band ultraviolet B phototherapy. Br J Dermatol 
2008; 159: 931–935.

Acta Derm Venereol 96



494 T. Karppinen et al.

26.	Tjioe M, Smits T, van de Kerkhof PC, Gerritsen MJ. The 
differential effect of broad band vs narrow band UVB with 
respect to photodamage and cutaneous inflammation. Exp 
Dermatol 2003; 12: 729–733.

27.	Dawe RS. There are no ‘safe exposure limits’ for phototh-
erapy. Br J Dermatol 2010; 163: 209–210.

28.	 Snellman E, Strozyk M, Segerbäck D, Klimenko T, Hemmin-
ki K. Effect of spectral range of the UV lamp on production 
of cyclobutane pyrimidine dimers in human skin in situ. 
Photodermatol Photoimmunol Photomed 2003; 19: 281–286.

29.	Drinic A, Armas L, Van Dienst E, Heaney R. Volumetric 
dilution, rather than sequestration best explains the low 
vitamin D status of obesity. Obesity 2012; 20: 1444–1448.

30.	Helldan A, Kosonen M, Tapanainen H, Raulio S, Man-
nisto S, Virtanen S. The National FINDIET 2012 Survey 
Helsinki National Institute for Health and Welfare 2013 
Report No 16/2013. Available from: https://www.julkari.
fi/handle/10024/110839 [accessed 2015 Jan 5]. 

31.	 [Finnish Nutrition Recommendations 2014. The National 
Nutrition Council.] [Accessed 2015 Mar 29]. Available from: 

http://www.ravitsemusneuvottelukunta.fi/files/attachments/
fi/vrn/ravitsemussuositukset_2014_fi_web.pdf (in Finnish).

32.	Ala-Houhala MJ, Karppinen T, Vähävihu K, Kautiainen H, 
Dombrowski Y, Snellman E, et al. Narrow-band ultraviolet 
B treatment boosts serum 25-hydroxyvitamin D in patients 
with psoriasis on oral vitamin D supplementation. Acta 
Derm Venereol 2014; 94: 146–151.

33.	Lagunova Z, Porojnicu AC, Aksnes L, Holick MF, Iani V, 
Bruland OS, et al. Effect of vitamin D supplementation 
and ultraviolet B exposure on serum 25-hydroxyvitamin 
D concentrations in healthy volunteers: a randomized, 
crossover clinical trial. Br J Dermatol 2013; 169: 434–440.

34.	Wolf P. Oral vitamin D supplementation vs. ultraviolet B 
exposure: what is appropriate to achieve a sufficient vitamin 
D level? Br J Dermatol 2013; 169: 239.

35.	Volmer DA, Mendes LR, Stokes CS. Analysis of vitamin D 
metabolic markers by mass spectrometry: current techni-
ques, limitations of the “gold standard” method, and antici-
pated future directions. Mass Spectrom Rev 2015; 34: 2–23.

Acta Derm Venereol 96



	 1	

The effect of vernal solar UV radiation on serum 25-hydroxyvitamin D concentration depends on 
the baseline level: observations from a high latitude in Finland 

Toni Karppinenabc*, Meri Ala-Houhalab, Lasse Ylianttilad, Hannu Kautiainene, Kaisa Lakkalaf, Henna-
Reetta Hannulaf, Esa Turuneng, Heli Viljakainenh, Timo Reunalaa, Erna Snellmanab 

 
aMedical School, University of Tampere, Tampere, Finland  
bDepartment of Dermatology, Tampere University Hospital, Tampere, Finland 
cDepartment of Dermatology, Päijät-Häme Central Hospital, Lahti, Finland 
dRadiation and Nuclear Safety Authority, Helsinki, Finland 
eUnit of Primary Health Care, Helsinki University Central Hospital and Department of General Practice, University of Helsinki, 
and Unit of Primary Health Care, Kuopio University Hospital, Helsinki and Kuopio, Finland 
fFinnish Meteorological Institute, Arctic Research Centre, Sodankylä, Finland 
gSodankylä Geophysical Observatory, Sodankylä, Finland 
hChildren’s Hospital, Helsinki University Central Hospital and University of Helsinki, Helsinki, Finland 

 

 
Running title: Vernal solar UV radiation has an impact on serum 25-hydroxyvitamin D concentration 
 
* Corresponding author. Address: Department of Dermatology, Tampere University Hospital, 
PO Box 2000, FIN-33521, Tampere, Finland. Tel.: +358 400 214026. E-mail address: 
karppinen.toni.t@student.uta.fi (T. Karppinen). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



	 2	

ABSTRACT 

 

Background: Humans obtain vitamin D either from conversion of 7-dehydrocholesterol in the skin by 

ultraviolet B (UVB) radiation, or from dietary sources. As the radiation level is insufficient in winter, 

vitamin D deficiency is common at higher latitudes. 

Objective: To assess whether vernal solar UVB radiation at latitudes 61°N and 67°N in Finland has an 

impact on serum 25-hydroxyvitamin D [S-25(OH)D] concentrations in healthy subjects. 

Design: Twenty-seven volunteers participated in outdoor activities in snow-covered terrain for 4-10 

days in March or April, with their face and hands exposed to sunlight. The UVB doses were monitored 

with dosimeters and S-25(OH)D levels were measured before and after the exposure period. 

Results: A mean total UVB dose of 11.8 standard erythema doses (SED) was received during an 

average of 12.3 hours spent outdoors. The mean S-25(OH)D concentration in subjects with a baseline 

concentration below 90.0 nmol L-1 (n=13) increased significantly, by 6.0 nmol L-1 from an initial mean 

of 62.4 nmol L-1 (p<0.001), whereas in those with a basal concentration above 90.0 nmol L-1 (n=12) it 

decreased significantly, by 6.7 nmol L-1 from a mean of 116.9 nmol L-1 (p<0.01). 

Conclusion: Only 7% of total body surface area was exposed to vernal solar UVB radiation and this 

was capable of increasing S-25(OH)D levels in subjects with a baseline level below 90 nmol L-1 but 

not in those with higher levels. 

 

Keywords: 25(OH)D, vitamin D, ultraviolet, UVB, spring 
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INTRODUCTION 

 

Humans obtain vitamin D either from conversion of 7-dehydrocholesterol in the skin by ultraviolet B 

(UVB) radiation, or from dietary sources. Depending on the latitude, time of the year and the mode of 

subsistence, dietary sources can be the major form, especially for Northern peoples (1). Vitamin D is 

hydroxylated in the liver to the circulating form, 25-hydroxyvitamin D [25(OH)D], which is the best 

indicator of vitamin D status. Vitamin D insufficiency has been linked to chronic skeletal (2) and extra-

skeletal diseases such as obesity and type 2 diabetes mellitus (3,4). Low S-25(OH)D levels are 

common in Scandinavians in winter, because the available sunlight is not capable of inducing vitamin 

D synthesis and their dietary intake of vitamin D is often suboptimal (5,6). Although recent national 

policies have succeeded in increasing vitamin D intake in Finland, roughly fourth of men and half of 

women fail to reach the recommended dietary intake (7). It seems, however, that native populations 

that have lived at high latitudes for hundreds of generations, have adapted to low S-25(OH)D levels by 

developing compensating mechanisms (1,8). 

   The lowest S-25(O)D levels in subjects living at high latitudes are typically measured between 

February and April (9-12). In theory, there is enough sunlight for vitamin D synthesis from early 

March onwards at a latitude of 61°N (13). A previous Norwegian study at latitude 68°N supported the 

theoretical calculations, since individual subjects with low S-25(OH)D responded to solar UV radiation 

already in early March when just the face was exposed, but the study cohort was very small (10). 

Another Danish study at latitude 56°N showed an increase in S-25(OH)D by April 8th when more skin 

than the face and hands were exposed (11). At higher latitudes, cold weather prevents people from 

exposing more skin than the face and hands during March and April, but exposure of these areas would 

seem to suffice to increase S-25(OH)D levels (10,14). Reflections from snow-covered terrain can 

substantially increase the UVB dose received by the skin during outdoor activities (15), which can 

result in a higher UVB dose than measured previously (13). Since previous studies are scarce, our goal 

was to determine whether the solar UVB radiation level at high latitudes in Finland in March and April 

is capable of raising S-25(OH)D concentrations when only the face and hands are exposed. 
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MATERIAL AND METHODS 

 

Subjects 

Twenty-seven healthy volunteers were enrolled, the inclusion criteria being age 18 years or older and 

avoidance of solarium visits, phototherapy, holidays in low latitudes and vitamin D supplementation 

during a one-month washout period prior to the trial and during it. Further exclusion criteria were 

pregnancy, previous skin cancer, intake of photosensitizing drugs and Fitzpatrick´s skin phototype 1 

(16). Recruitment began on February 1st 2013 and the trial was coordinated from the Department of 

Dermatology at Päijät-Häme Central Hospital, terminating in data collection on April 22nd 2014. 

Vitamin D intake at the onset was estimated by means of a three-day food frequency questionnaire. 

Twenty-five subjects completed the trial (Table 1), two having been disqualified for failing to follow 

the exposure regimen. The protocol was approved by the Ethics Committee of Tampere University 

Hospital (Reg. No. R12266), and all the volunteers gave their informed consent in advance. 

 

Sample size calculation 

The trial was designed to show an increase in S-25(OH)D of at least 15 nmol L-1 with an α-value of 

0.05 and a β-value of 0.80. An assumed SD of 15.5 nmol L-1 for the S-25(OH)D analyses was used. 

Accordingly, it was considered necessary that 16 volunteers should complete the trial. 

 

Ultraviolet radiation exposures 

The scheduled monitored ultraviolet radiation (UVR) exposures were implemented in Sodankylä 

(67°N) and Lahti (61°N) in March and April 2013 and 2014 in snow-covered terrain (Table 2). The 

participants were instructed to expose their hands and face without using a sunscreen. In addition to the 

scheduled exposures, they were encouraged to perform outdoor activities in their own time. 

 

Ultraviolet radiation measurements 

The participants wore UVB dosimeters (VioSpor blue line Type II, BioSense, Bornheim, Germany) 

attached to their upper arms or wrists with straps to depict the dose received by the skin (17,18). These 

dosimeters detect radiation ranging from 1.0 to 55 standard erythema doses (SED). The ambient solar 

UVR data were obtained from NILU-UV multichannel radiometer (19) recordings made at the Finnish 
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Meteorological Institute’s Arctic Research Centre (FMI-ARC) in Sodankylä, or were measured locally 

using a Robertson-Berger-type broadband UV meter (Solar Light Model 501 UV-meter s/n 635; Solar 

Light Co. Inc., Glenside, PA, U.S.A.). The NILU-UV radiometer was calibrated by Innovation Nilu AS 

by reference to the National Institute of Standards and Technology (NIST) (Gaithersburg, MD, U.S.A.) 

and was placed on the roof of the FMI-ARC sounding station to collect data in the form of one-minute 

averages. The Robertson-Berger meter is calibrated annually by the Radiation and Nuclear Safety 

Authority, Helsinki, Finland, also by reference to NIST. Its calibration uncertainty (2s) is 8%. The 

meter was placed on a high roof near the UV exposure area. As there were no ambient UVR 

measurements available for Lahti, use was made of UVR data obtained at Jokioinen (61°N) with the 

FMI’s Brewer spectroradiometer (20), which was calibrated by reference to the MIKES-Aalto National 

Standards Laboratory. Comparisons with the European reference spectroradiometer have shown that 

discrepancies are less than +- 5% (http://www.pmodwrc.ch/wcc_uv/). 

 

Serum 25-hydroxyvitamin D measurements  

The blood samples for 25(OH)D analyses were taken in general in the morning on the first exposure 

day (range 0-5 days before), and 1-4 days after the last day. The samples were centrifuged and serum 

was stored at –20°C and analysed for 25(OH)D by electro-chemiluminescence binding assay (Roche 

Diagnostics, Mannheim, Germany) with a coefficient of variation ≤ 7%. 

 

Statistics 

The strength of the adjusted relationship between baseline S-25(OH)D concentrations and their change 

after the solar UVR exposure period was described by means of a partial correlation coefficient. The 

significance of the change was calculated using the paired-samples t-test, and Pearson’s chi-square test 

was used when comparing nominal data. All the analyses were performed using STATA 14 (StataCorp 

LP, College Station, TX). 
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RESULTS 

 

The mean daily vitamin D intake of the 25 subjects was 8.5 ± 3.2 µg (Table 1) and the mean baseline 

S-25(OH)D concentration was 88.6 ± 32.6 nmol L-1. The mean personal total UVB dose was 11.8 ± 4.9 

SED during a mean of 12.3 ± 4.3 hours spent outdoors (Table 1,2). The mean available ambient daily 

UVB dose was 9.4 SED and the maximum UV indices were 1.1 – 2.7 depending on the period. The 

mean S-25(OH)D concentration showed a slight non-significant decrease of 0.1 nmol L-1 (p=0.971) 

after the exposures, but the baseline concentrations had an inverse relationship with the percentage 

change after exposure when adjusted for age, body mass index and Fitzpatrick’s skin phototype (r=-

0.51, p=0.011) (Fig. 1).                                                                                 

   The baseline S-25(OH)D concentrations below 90.0 nmol L-1 increased after exposure, whereas those 

that were above 90.0 nmol L-1 decreased, in all subjects except one (Fig. 2, Table 3). In the < 90 nmol 

L-1 group (n=13) the S-25(OH)D increased by 6.0 nmol L-1 (95% CI 2.8 to 9.2, p<0.001) from an initial 

mean of 62.4 nmol L-1 and that in the > 90 nmol L-1 group (n=12) decreased by 6.7 nmol L-1 (95% CI -

10.3 to -3.0, p<0.01) from 116.9 nmol L-1 (Fig. 2, Table 3). The total UVB doses received by the 

volunteers correlated with the numbers of hours spent outdoors (r=0.612, p=0.02), but no correlation 

was found between the UVB doses and the change in S-25(OH)D concentrations. There were no 

differences in demographic data or UVB doses detected between the subjects with a S-25(OH)D value 

below or above 90 nmol L-1 (Table 3). Four subjects with baseline S-25(OH)D below 90 nmol L-1 and 

six subjects with baseline S-25(OH)D above 90 nmol L-1 had used vitamin D supplementation prior the 

one-month washout period with a mean daily dose of 13.3 ± 7.3 µg (range 5 – 25 µg). The mean dose 

did not differ significantly between the groups (p=0.081). The baseline S-25(OH)D levels in males 

(83.3 nmol L-1) and females (91.0 nmol L-1) did not show a significant difference (p=0.593). 
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DISCUSSION 

 

Our results indicate that vernal UVB radiation at a high latitude (61° or 67°) between 17th March and 

20th April is capable of raising S-25(OH)D levels in subjects with baseline levels below 90 nmol L-1, 

whereas levels above that decrease. The mean baseline level 88.6 nmol L-1 was higher than expected at 

high latitudes in early spring. This could be attributed to national food fortification policy and 

improved dietary vitamin D intake (7), use of vitamin D supplementation or holidays in low latitudes 

prior the washout period. In our previous study (21), where S-25(OH)D levels were monitored from 

October to May in subjects with no vitamin D supplementation during the winter, nor any exposure to 

UVR, the mean concentration in early April was lower, 65.8 nmol L-1. 

   The increase of lower S-25(OH)D levels early in spring is a solid finding, but the decreasing trend in 

higher levels is unexpected, since all subjects were exposed to a source of vitamin D. It could be that in 

subjects with higher levels, the S-25(OH)D gained from previous vitamin D sources keeps decreasing 

due to the half-life of S-25(OH)D, and this decrease exceeds the amount of S-25(OH)D produced by 

vernal UVB. Interestingly, we further analysed data from our previous study (21) and observed similar 

kinetics in the control subjects – higher values kept on decreasing from early April to early May, 

whereas lower values began to increase. In fact, this phenomenon could also be due to an effective 

homeostatic S-25(OH)D control system for ensuring its stable availability. The points at which this 

regulation takes place evidently include i) the liver concentration of 25-hydroxylase, which converts 

vitamin D to 25(OH)D, and ii) catabolism of 25(OH)D to breakdown products in the liver and in other 

tissues (22). The inverse relationship between the change in S-25(OH)D concentration and its baseline 

concentration in our subjects might in part be caused by this regulation. Similar phenomenon has been 

demonstrated also in other high latitude studies in the Nordic countries (10,12,23). 

   The homeostatic control system exists because of the health risks of having a S-25(OH)D 

concentration too low or high. It is generally agreed upon, that a U-shaped response curve exists 

between the S-25(OH)D concentration and various disease risks. In a Swedish study, an approximately 

50% higher total mortality rate was observed among men in the lowest 10% (<46 nmol L-1) and the 

highest 5% (>98 nmol L-1) of plasma 25(OH)D concentrations compared with intermediate 

concentrations (24). S-25(OH)D below 40 nmol L-1 and above 60 nmol L-1 have shown to increase the 

risk of prostate cancer in Finnish population, and both high and low levels seem to promote premature 
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aging (25). A transnational study in women reported increased mortality for 7 types of cancer 

(endometrial, esophageal, gastric, kidney, non-Hodgkin's lymphoma, pancreatic, ovarian) in subjects 

with S-25(OH)D below 45 nmol L-1 and above 124 nmol L-1 (26). A pooled meta-analysis including 8 

case-control studies reported an increased pancreatic cancer risk in subjects with S-25(OH)D above 

100 nmol L-1 (27). The Framingham Heart Study concluded that cardiovascular disease risk increases 

with S-25(OH)D below 50 nmol L-1 and above 62.5 nmol L-1, and the NHANES III study found a 

higher all-cause mortality rate for S-25(OH)D above 122.5 nmol L-1 (28). 

   Like most heritable characteristics, also vitamin D metabolism varies among human populations. 

Populations that have lived at high latitudes for hundreds of generations, have had time to adapt to 

limited opportunities for vitamin D synthesis. This kind of adaptation has been shown in the Inuit of 

Northern Canada and Greenland. Despite low S-25(OH)D levels and a calcium-deficient diet, Inuit 

have normal blood levels of calcium. They seem to absorb calcium more effectively, perhaps due to 

their different vitamin D receptor genotype prevalence (8). They also seem to convert vitamin D at a 

higher rate to its most active form (1). These metabolic differences may explain why Amerindian 

women have lower S-25(OH)D levels than do Euro-American women, while having higher bone mass 

density until menopause (29,30). 

   There is some worrisome evidence, that native Northern people can experience effects of vitamin D 

toxicity at relatively low levels.  A recent study of Greenland Inuit found increasing S-25(OH)D levels 

to be positively associated with increased fasting- and 2-hour plasma glucose and HbA1c, and 

decreased beta-cell function (31). This dose-response curve was very different from the one seen in 

European populations. Although a homeostatic mechanism seems to keep S-25(OH)D levels within a 

zone of minimal health risks (22), this homeostasis could be circumvented through daily ingestion of 

high vitamin D supplementation doses. This is a relatively novel situation for our species, and the risks 

could be higher for those who have adapted to low S-25(OH)D levels. 

   As cutaneous vitamin D synthesis depends on the UVB dose received in the skin, factors that affect 

UVB wavelength and irradiance have a direct influence on vitamin D synthesis. The most relevant 

factor for Northern inhabitants is the solar zenith angle, which depends on the time of day, season of 

the year and latitude. As the zenith angle increases, the UVB radiation has to travel a longer distance 

through the atmosphere and has more chance of being absorbed or scattered, which reduces the amount 

reaching the skin (32). At latitude 52°N no cutaneous vitamin D synthesis is detectable from October to 
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March, a phenomenon described as the ‘vitamin D winter’ (32). The length of the ‘winter’ is not 

constant, however, but varies with levels of ozone, cloudiness and aerosols (33). Ozone levels can 

reduce or increase the latitude of the ‘vitamin D winter’ by 10 degrees, and extend or shorten its 

duration by up to 2 months (33). The lowest seasonal S-25(OH)D concentrations in subjects living at 

high latitudes are typically measured between February and April (9-12). In theory, cutaneous vitamin 

D production is possible at latitude 61°N from early March (13), an estimate based on UV 

spectroradiometer irradiance measurements on a horizontal surface, but a snowy surface can further 

increase the subject’s UVB dose due to reflections between the ground and sky and direct reflections 

from the ground to vertical surfaces (14). The albedo of snow varies between 0.5 – 0.7 (34,35) and the 

effect is most pronounced for vertical surfaces such as the face (15). All the outdoor activities 

performed by the present subjects took place in snow-covered fields, which probably increased the 

measured personal UVB doses significantly. 

   The UV exposures were received on the face and hands, the exposure of which has been shown to 

suffice to increase S-25(OH)D levels (10,14). A previous study performed in Denmark (56°N) showed 

an increase in S-25(OH)D levels by April 8th, when more skin than the face and hands was exposed 

(11). In a Norwegian study (68°N) exposure of the facial area to UVR between February 8th and April 

12th yielded no increase in mean S-25(OH)D levels (9), being in agreement with our findings. 

Interestingly, subjects with S-25(OH)D < 30 nmol L-1 responded in early March (10), whereas in our 

study the cut-off limit was 90 nmol L-1. Our cut-off limit was higher probably because of a larger 

exposed skin area (4% vs. 7%), longer minimum daily exposure time (20 min vs. 60 min) and study 

period that extended further towards the spring (April 20th). Contrary to the previous study (10), in our 

subjects the increase of S-25(OH)D levels below 90 nmol L-1 was highly significant and strengthens 

the evidence of the vitamin D effects of vernal UVR. However, the optimal S-25(OH)D level can differ 

between populations, and thus the findings of the present study are not directly generalizable. 

   To conclude, vernal solar UVR at high latitudes seems to increase S-25(OH)D concentrations in 

subjects with a baseline level below 90 nmol L-1 when only the face and hands, i.e. 7% of total body 

surface area, are exposed. The declining trend seen in volunteers with a high baseline level above 90 

nmol L-1 is interesting, and could reflect an especially active homeostatic S-25(OH)D control system in 

caucasoid people living at high latitudes. This phenomenon should be studied in more detail in future 

trials. 
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TABLES AND FIGURES 

 

Table 1. Demographic data, daily vitamin D intake, baseline S-25(OH)D concentration and personal 
ultraviolet B radiation dose. 

 
 

N=25 
Male/Female 8/17 
Mean age, years (range) 43 (22 – 71) 
Mean body mass index, kg m-2, mean ± SD (range) 23.9 ± 4.5 
Fitzpatrick’s skin type II/III 7/18 
Vitamin D intake, µg/d, mean ± SD 8.5 ± 3.2 
Baseline S-25(OH)D (nmol L-1), mean ± SD 88.6 ± 32.6 
UV dosimeter (SED), mean ± SD (range)  

 
11.8 ± 4.9 (2.4 – 23.2) 

 
 
Table 2. Ultraviolet radiation exposure locations, time periods, exposure instructions and average daily 
available ultraviolet B radiation doses.  
 

Group Location Dates Daily available 
UVB radiation 

dose (SED), mean 
(range) 

Maximum 
UV index 

Personal UVB 
radiation dose 

(SED), mean ± SD 
N=21 

Total hours 
spent outdoors 
between 10AM 
and 3PM, mean 

± SD 
I (N=4) Sodankylä, Finland (67°N, 26°E) 17.3. – 26.3.20131 5.0 (4.1 – 6.2)3 1.2 20.56 19.3 ± 3.0 
II (N=6) Sodankylä, Finland (67°N, 26°E) 29.3. – 1.4.20131 7.1 (6.8 – 7.3)5 1.2 11.1 ± 7.6 12.2 ± 3.8 
III (N=5) Sodankylä, Finland (67°N, 26°E) 7.4. – 17.4.20142 9.6 (4.5 – 13.2)3 2.3 10.9 ± 1.7 11.0 ± 3.2 
IV (N=3) Sodankylä, Finland (67°N, 26°E) 18.4. – 20.4.20141 13.0 (10.4 – 15.3)3 2.7 11.2 ± 6.9 9.0 ± 1.7 
V (N=7) Lahti, Finland (61°N, 25°E) 2.4. – 12.4.20132 12.1 (9.1 – 15.4)4 2.7 11.97 10.7 ± 2.5 

Mean     11.8 ± 4.9 12.3 ± 4.3 
1Maximum exposure during holiday outdoor activities, 2Walking outdoors for 1 hour daily at noon during working days, 3NILU-
UV measurements from FMI-ARC, 4Spectroradiometer measurements from FMI, Jokioinen Observatory. 5Local Robertson-
Berger meter, 6Only one subject had a dosimeter, 7One dosimeter for the whole group 
 
 
Table 3. Demographic data and changes in S-25(OH)D concentration after solar exposure in subjects 
with low (<90.0 nmol L-1) and high (>90.0 nmol L-1) baseline S-25(OH)D concentrations. 
 

 Low S-25(OH)D 
(N=13) 

High S-25(OH)D 
(N=12) 

p-value 

Male/Female 5/8 3/9 0.637 
Mean age, years (range) 43 (22 – 63) 44 (24 – 71) 0.888 
Mean body mass index, kg m-2, mean ± SD (range) 25.0 ± 5.2 22.3 ± 3.1 0.204 
Fitzpatrick’s skin type II/III 2/11 5/7 0.202 
Vitamin D intake, µg/d, mean ± SD 7.6 ± 1.8 9.4 ± 4.1 0.182 
Baseline S-25(OH)D (nmol L-1), mean ± SD 62.4 ± 15.8* 116.9 ± 18.9**  
Change of the S-25(OH)D (nmol L-1), mean (95% CI) 6.0 (2.8 to 9.2)* -6.7 (-10.3 to -3.0)**  
S-25(OH)D after the exposure (nmol L-1), mean ± SD 68.4 ± 20.3* 110.3 ± 21.2**  
UV dosimeter (SED), mean ± SD 11.4 ± 5.0 12.4 ± 5.0 0.642 
Hours spent outdoors between 10AM and 3PM, mean ± SD 11.4 ± 3.3 13.2 ± 5.1 0.303 
*significant increase (p<0.001) **significant decrease (p<0.01) 
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Figure 1. Relationship of changes in S-25(OH)D concentrations after the solar ultraviolet radiation 
exposure period to baseline concentrations.  
 

 

 
 
 
R adjusted for age, body mass index and Fitzpatrick’s skin type, p=0.011 
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Figure 2. Changes in S-25(OH)D concentrations in the lower S-25(OH)D group (< 90 nmol L-1) and in 
the higher S-25(OH)D group (> 90 nmol L-1). 
 
 
 
                    Lower S-25(OH)D group (<90 nmol L-1)             Higher S-25(OH)D group (>90 nmol L-1) 
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Empowering heliotherapy aims at clinical healing and 
improved coping with psoriasis and atopic dermatitis, 
but evidence of long-term effects is scarce. We studied 
the effect of 2-week empowering heliotherapy in the Ca-
nary Islands on clinical outcome and quality of life in 22 
psoriasis and 13 atopic dermatitis patients. Empower-
ment consisted of meeting peers, sharing experiences 
and performing physical and mental practices. Using the 
self-administered PASI (SAPASI) psoriasis was alleviated 
statistically significantly during heliotherapy (p < 0.001), 
and the treatment effect was still detectable 3 months la-
ter (p < 0.001). Atopic dermatitis was improved (p < 0.001) 
when assessed with the patient-oriented SCORAD (PO-
SCORAD), and the effect was still obvious 3 months la-
ter (p = 0.002). During heliotherapy the dermatology life 
quality index (DLQI) improved in both groups (p < 0.001), 
persisting in atopic patients for up to 3 months (p = 0.002), 
but not in psoriasis patients. In conclusion, a 2-week em-
powered heliotherapy showed a long-lasting improvement 
in psoriasis and atopic dermatitis disease activity, and also 
in the quality of life of atopic patients. Key words: vitamin 
D; ultraviolet B radiation; SAPASI; PO-SCORAD; DLQI.
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Psoriasis (PS) and atopic dermatitis (AD) are chronic 
inflammatory skin diseases with a negative impact on 
quality of life (QoL) (1, 2). PS and AD can be treated 
with sunbathing, i.e. heliotherapy (HT), alleviating the 
physical and psychological fatigue of patients (3–5). The 
Nordic health authorities have funded 
HT courses since the 1970s (5, 6). 
Recently, emphasis has moved from 
HT to empowerment of patients and 
coping with the disease. Therefore, 
HT was renovated to meet these go-
als. The present HT model consists of 
meeting peers, sharing experiences, 
adopting a healthy life style, exerci-
sing practices, improving physical, 

psychological and social wellbeing and coping with the 
disease guided by health care experts. The staff consists 
of experienced nurses, a physiotherapist and a psycholo-
gist. Because less emphasis is put on HT, the treatment 
results could differ from those of traditional HT. 

To our knowledge, no earlier study has assessed 
sunbathing habits, QoL or vitamin D (VD) changes in 
parallel for PS and AD patients receiving HT. The aim 
of the study was to monitor the efficacy of a 2-week 
empowered HT on personal UV exposure, clinical 
outcome, QoL and VD balance in PS and AD patients 
attending the same course. We also performed a follow-
up 3 months after the HT course.

MATERIAL AND METHODS
Patients and heliotherapy course
The Finnish Psoriasis Association and the Finnish Central Orga-
nisation for Skin Patients together arranged a 2-week HT course 
for PS and AD patients in Puerto Rico (27°N, 15°W), the Canary 
Islands, Spain from 27th October to 10th November in 2012. Inclu-
sion criteria were psoriasis or atopic dermatitis without demanding 
any minimum severity scorings, subjects had to be aged 18 or 
older and have a referral from a doctor. Exclusion criteria were 
photosensitivity, Fitzpatrick’s skin photo-type I, photosensitising 
drugs, excessive alcohol use, drug abuse, severe cardiovascular 
diseases, unbalanced diabetes or mental disorders (7). The course 
included an education day before HT and a reunion weekend 3 
months afterwards. The amount to be paid by the participants was 
€400, the total cost per patient being €2,450. Twenty-two PS and 
13 AD patients took part in the study (Table I). Fifteen patients 
had psoriatic arthritis and 5 of them used biologic drugs, 3 of these 
patients also used methotrexate. Two patients had methotrexate 
as a monotherapy. During HT the patients were allowed to use 
their routine topical medication. Nineteen patients (14 PS, 5 AD) 
used VD supplementation before HT, on mean 23 µg (range 5–50 
µg) daily, but not during HT or 3 months after it.

The patients had their sunbathing plans adjusted for their 
Fitzpatrick’s skin types. The first solar exposure times ranged 
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Table I. Demographics of patients with psoriasis and atopic dermatitis (AD), and UV 
radiation doses received during a two-week heliotherapy course

Psoriasis (n = 22) AD (n = 13) p-value

Male/Female, n 8/14 0/13 0.013
Age, years, mean ± SD (range) 52 ± 10 (34–68) 44 ± 17 (21–74) 0.069
Body mass index, mean ± SD (range) 28.2 ± 6.2 (17.1–41.9) 27.1 ± 6.9 (19.1–39.8) 0.643
Fitzpatrick’s skin type, II/III/IV 6/15/1 5/8/0 0.615
UV dosimeter (SED), mean ± SD (range) 30 ± 16 (22.4–38.5)a 43 ± 16 (32.1–53.9)b 0.062
aFrom 18 patients, bFrom 12 patients. SED: standard erythema dose.
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from 20–90 min for PS and 15–30 min for AD patients. Both 
sides of the body were exposed during sunbathing. The time was 
increased within a week to 90–300 min for PS and to 120 min 
for AD patients. The scheduled sunbathing treatments were done 
without sunscreen in the mornings or afternoons. Sunscreen was 
applied liberally thereafter. The supporting program included 
teaching self-management and a healthy life style as well as group 
conversations with a psychologist, altogether for 14 h for both 
groups. Physical exercise included water sports, trekking and 
gymnastics for 24 h for the PS group and 11 h for the AD group.

The Ethics Committee of the Tampere University Hospital 
approved the study protocol. All patients gave their informed 
consent before the study. 

UV exposure measurements
To measure the personal UVB dose received by the skin during 
HT the patients wore personal UV dosimeters (VioSpor blue line 
Type III, BioSense, Bornheim, Germany), one meter was used for 
week one and another for week two (8, 9). The meters detect a 
dose ranging from 1.5 to 90 Standard Erythema Dose (SED). The 
dosimeters were attached to the patients’ upper arms or wrists with 
straps and during sunbathing they were placed on towels beside 
the patients (10). Eighteen PS and 12 AD patients wore dosime-
ters. The ambient maximum solar UV-irradiance was measured 
as a mean dose from 2 VioSpor Type III dosimeters at a time. 
The meters were put in an open place and replaced every other 
day to avoid overexposure. The Spanish Agency of Metereology 
(Agencia Estatal de Metereologica; www.aemet.es) supplied the 
global solar UV irradiance data from the nearby (distance 15 km) 
Maspalomas C. Insular Turismo weather station. The first HT 
week was rainy and cloudy and the second HT week was sunny. 
During the HT maximum UV index varied between 5 and 8.

Assessment of disease activity
The PS patients filled out the Self-Administered Psoriasis 
Area and Severity Index (SAPASI) and AD patients the Patient 
Oriented Scoring of Atopic Dermatitis (PO-SCORAD) to fol-
low the disease activity (11, 12). Disease severity and pruritus 
were assessed globally using the Visual Analogue Scale (VAS) 
(13). The Dermatology Life Quality Index (DLQI) was used 
to assess the change in the QoL (14). All measures were filled 
out 3 times: at the onset, at the end and 3 months after HT. 

Serum 25-hydroxyvitamin D measurements 
VD samples were taken immediately before, at the end and 
3 months after HT. The sera were deep-frozen and stored at 

–20°C. Analysis of 25-hydroxyVD was performed in duplicates 
using radioimmunoassay (Immunodiagnostic Systems, Boldon, 
UK), as described earlier (15).

Statistics
The data are presented as means with standard deviations (SD) or 
as counts with percentages. Confidence intervals (95% CI) were 
obtained by bias-corrected bootstrapping (5,000 replications) 
Statistical comparisons were made by using analysis of t-test, co-
variance (ANCOVA). In the case of violation of the assumptions 
(e.g. non-normality), a bootstrap type test was used. Longitudinal 
measures for continuous outcomes were analysed using a bootstrap 
type generalised estimating equations (GEE) model. GEE were 
developed as an extension of the general linear model to analyse 
longitudinal and other correlated data. GEE models take into ac-
count the correlation between repeated measurements in the same 
subject; models do not require complete data and can be fit even 
when there are not observations at all time-points for individuals. 
No adjustment was made for multiple testing. When comparing 
increases in VD concentrations, the model was standardised by age, 
sex and body mass index (BMI). Pearson’s χ2 test was used when 
comparing nominal data. The STATA 13.1, StataCorp LP (College 
Station, TX, USA) statistical package was used for the analyses.

RESULTS

UV exposures during heliotherapy 

According to personal dosimeter measurements the PS 
patients received a mean UV dose of 30 ± 16 SED and 
the AD patients 43 ± 16 SED during HT (Table I) show-
ing no significant difference (p = 0.062). The respective 
cumulative ambient two-week UV irradiance was 244 
SED measured by VioSpor III dosimeters and 303 SED 
using the UV records obtained from the Maspalomas 
C. Insular Turismo station.

Disease activity and quality of life at the end of heliotherapy

HT was statistically equally effective in PS and AD 
when disease activity was scored (Table II). Mean 
SAPASI decreased from 6.7 by 4.9 units (p < 0.001) and 
PO-SCORAD from 30.6 by 19.5 units (p < 0.001). Four 

Table II. Clinical outcome of a two-week heliotherapy course in patients with psoriasis and atopic dermatitis (AD) measured by Self-
Administered Psoriasis Area and Severity Index (SAPASI) or PO SCORAD scores, and by visual analogue scores of severity and pruritus. 
Vitamin D concentrations were measured at the same time points as the clinical outcome scores. Mean ± SD and change (Δ) of mean 
value compared to Day 0

Psoriasis (n = 22) AD (n =13)

Day 0 Δ Week 2 Δ Week 14 Day 0 Δ Week 2 Δ Week 14

SAPASI/PO SCORAD (95% CI) 6.7 ± 5.6 
(4.2–9.2)

–4.9*** 
(–6.8 to –3.0)

–3.1*** 
(–4.7 to –1.4)

30.6 ± 17.6 
(20.0–41.3)

–19.5*** 
(–26.2 to –12.9)

–10.0** 
(–16.3 to –3.8)

Visual analogue score global (95% CI) 3.9 ± 2.2 
(2.9–4.9)

–2.0*** 
(–2.8 to –1.0)

–1.4** 
(–2.3 to –0.4)

3.4 ± 2.2 
(2.1–4.7)

–1.8*** 
(–2.4to –1.2)

–0.9 
(–2.0–0.2)

Visual analogue score pruritus (95% CI) 3.1 ± 2.2 
(2.1–4.1)

–2.2*** 
(–3.1 to –1.4)

–0.9 
(–1.9–0.1)

3.7 ± 2.5 
(2.2–5.3)

–2.2*** 
(–3.1 to –1.4)

–0.9 
(–2.3–0.4)

Dermatology Life Quality Index (95% CI) 6.1 ± 3.3 
(4.7–7.6)

–4.3*** 
(–5.5 to –3.1)

–0.8 
(–2.8–1.2)

7.2 ± 4.8 
(4.3–10.0)

–5.3*** 
(–7.3 to–3.4)

–3.2** 
(–5.2 to –1.2)

Vitamin D, nmol l–1 (95% CI) 86.6 ± 20.0 
(77.8–95.5)

13.8*** 
(8.6–19.0)

0.4a 
(–5.2–6.8)

84.1 ± 16.0b 
(73.4–94.9)

20.5*** 
(14.0–25.6)

–3.1c 
(–10.0–4.0)

**p < 0.01, ***p < 0.001 compared to heliotherapy day 0 values. 
a20 patients; b11 patients; c10 patients.
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PS but none of the AD patients experienced complete 
clearance, and 75% clearance was seen in 13 (59%) PS 
and 2 (15%) AD patients. Using the VAS scales there 
was significant improvement in disease severity and 
pruritus in both groups (Table II). QoL was improved 
showing a decrease in mean DLQI score from 6.1 by 
4.3 units (p < 0.001) in PS patients and from 7.2 by 5.3 
units (p < 0.001) in AD patients (Table II). At onset of 
HT no PS or AD patient was VD-insufficient, defined 
as 25(OH)D3 < 50 nmol l–1. During HT the VD con-
centrations increased significantly (p < 0.001, Table II) 
and equally (p = 0.56) in both patient groups.

Disease activity and quality of life after heliotherapy

At the follow-up 3 months after HT, the treatment effect 
significantly persisted when compared to initial scores 
(Table II). The decrease in SAPASI was 3.1 (p < 0.001) 
and in PO-SCORAD 10.0 (p = 0.002). Using the VAS 
the global disease severity also remained decreased 
(p = 0.004) in PS patients but not (p = 0.11) in AD patients. 
The VAS scores depicting pruritus had returned close to 
baseline levels both in PS (p = 0.058) and AD (p = 0.17) 
patients (Table II). In PS patients the 3-month follow-up 
DLQI scores had dropped to baseline (p = 0.43), but in 
the AD patients it remained improved (p = 0.002) (Table 
II). The VD concentrations had decreased in both the PS 
and AD patients close to the pre-HT values (Table II).

DISCUSSION

The results showed PS to improve statistically highly 
significantly during empowering HT, the mean SAPASI 
reducing by 73%. Complete clearance was reached in 
18% and 75% SAPASI clearance in 59% of the patients. 
The mean initial SAPASI score of 6.7 was markedly lo-
wer compared to the PASI or SAPASI scores of previous 
studies (16–19) indicating a mild disease, but 7 patients 
were using systemic drugs. Use of methotrexate or bio-
logic drugs should however not dampen the effect of HT 
since both have synergistic effects with UVB irradia-
tion (20, 21). HT reduced the PS scorings only slightly, 
which could be due to the short duration of HT, or the 
insensitivity of SAPASI as regards a mild disease state. 
In a study by Wahl et al. (17) the mean SAPASI remained 
decreased by 21.1% 4 months after HT, whereas in our 
study the reduction was 46.3% at the 3-month follow-up 
visit. It is not known whether the persisting improvement 
of the SAPASI in our patients was due to the enhanced 
educative contents of the course. 

In AD patients the mean PO-SCORAD score impro-
ved statistically significantly from 30.6 to 11.1 but did 
not show complete clearance in any of the patients, and 
only 15% reached 75% clearance. SAPASI and PO-
SCORAD are not comparable with each other, because 
PO-SCORAD includes subjective parameters in addition 

to visible signs. At the end of HT there were patients with 
no visible eczema, but due to pruritus or sleep disturban-
ces the PO-SCORAD did not show complete clearance. 

We used the DLQI measure to make a parallel as-
sessment for the QoL of both PS and AD patients. The 
improvement of QoL in the AD patients seemed to be 
more long-lasting than in the PS patients, but direct 
between-groups comparisons are not justified due to 
limited sample size in this study (22, 23). The PS and 
AD patient groups also differed significantly for gender 
(p = 0.013), and there were only females in the AD group. 
This could have influenced the results, because women 
have been shown to comply better with topical treatments 
than men (24). In this study, the size of the group as well 
as inclusion and severity of the patients were in the hands 
of the patient associations depicting the real life situa-
tion, rather than a strict experimental research protocol. 

The persistent long-term (up to 3-month) statistically 
significant improvement of DLQI among AD patients 
surprised us, because this contradicted the VAS scores 
measuring disease severity and pruritus. The VAS scores 
had returned to baseline. This discrepancy could be due to 
pruritus affecting the QoL of atopic patients more than the 
DLQI scores can show. It is important to use more than 
one measure in parallel to increase reliability. An inte-
resting measure, which we unfortunately were not aware 
of earlier, is the Health Education Impact Questionnaire 
(25). This was used in a recently published study of Wahl 
et al. (25), however also in this study the educational 
impact of empowering HT was a challenge (25). 

PS patients could be more risk-taking and prone to 
higher UV doses than AD patients (26, 27), but it turned 
out that AD patients received a higher dose in fewer 
hours. This could be explained by the different outdoor 
activities of the groups (28). Ambient irradiance is also 
highly dependent on the season. This became obvious 
in our earlier study where the personal UV dosimeter 
exposures of AD patients on two-week HT were 75 SED 
in January and 131 SED in March (9). The 30 SED and 
43 SED UV doses of our PS and AD patients reflect both 
the lower UV index of November season and unfortunate 
weather conditions of the first HT week, which probably 
affected the clearance of the skin diseases.

No patient was VD insufficient at the onset (Table II). 
Despite this, HT improved the VD status statistically 
significantly in both patient groups, 13.8 nmol l–1 for PS 
and 20.5 nmol l–1 for AD having received on mean 30 
SED and 43 SED respectively. Sunlight seems to be a 
very potent VD inductor even in subjects who showed 
no VD deficiency.

The empowering HT model is a response to public 
pressures stressing patients’ own responsibility and 
self-management for their care. New courses run by 
the patient organisations focus more on empowerment 
than clearance of the disease. Wahl et al. (25) studied 
the effect of climate therapy on self-management in 
PS patients, and our study focused also on AD pa-

Acta Derm Venereol 95



582 T. Karppinen et al.

tients showing that both PS and AD were statistically 
significantly improved (25). In our past study HT was 
regarded cost-effective for the high indirect costs only 
for patients with severe psoriasis (29). Similar to the 
Norwegian study (25) we were unable to confirm long-
term improvement of QoL in PS patients (25). 

To conclude, UV doses received by PS and AD pa-
tients were comparable showing no obvious differen-
ces. The empowering HT cleared the skin symptoms 
statistically significantly, but in the long run did not 
improve the QoL of PS patients. In PS patients the 
decrease in disease severity expressed using the VAS 
seemed more long-lasting than in AD patients. A two-
week HT improved VD status statistically significantly 
even in non-VD deficient and substituted individuals.
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