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Introduction
Psoriasis is a common inflammatory and
proliferative

Section, Al-Kadhimiya Teaching Hospital

Psoriasis is a chronic inflammatory skin disease characterized by well-demarcated erythema and
scaly plagues. The pathogenesis of psoriasis still remains unclear. An increased reactive oxygen
species (ROS) and insufficient antioxidant activity associated with the pathogenesis of psoriasis
lesions.

To evaluate the link between oxidative stress parameters and some trace elements like zinc (Zn)
and copper (Cu) ions with the pathogenesis of psoriasis disease.

Fifty patients with psoriasis were included in this study, 32 patients with localized psoriasis, and 18
with general psoriasis, another fifty healthy controls were included in this study. We measured
serum malondialdehyde (MDA), super oxide dismutase (SOD), vitamins E and A, and Zn and Cu in
patients and control subjects.

Serum MDA in total psoriasis patients (1.8+0.2 nmol/ml) was significantly higher than those of
control (0.620.19 nmol/ml; p<0.001). The SOD activity (9.1+1.0 U/ml) in serum of total psoriasis
patients was significantly lower than that of controls (10.8+0.3 U/ml). serum vitamin A and E
patients (56.8%3, 9.0£1.0 pg/ml respectively) were significantly lower than control (59.0+1.3,
9.7+0.9 pg/ml correspondingly p<0.0001), for trace elements the level of Zn in serum patients
(79.0+9.1ug/ml) was significantly lower than control (83.3+5.8 pg/ml), while for Cu statistically
significant higher levels were noted in patients (111.8414.2 pg/ml) as compared with control
(106.0%9.0 pg/ml).

Our results suggest that lipid peroxidation of cellular membrane of keratiocytes by free radicals and
decreased antioxidants may associate the pathogenesis of psoriasis lesion. In addition, there was a
possible benefit of an enriched diet or of a supplement of vitamins A, E and Zn in treatment of
psoriasis diseases.
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psoriasis S Significant abnormalities of

antioxidant mechanisms have been

skin disease of unclear demonstrated in the blood and plaques of

etiology and is known to affect about 2-4.8%
of the global population (), Typical psoriatic
lesions are erythomatous papules which form
plaques characterized by sharp borders and
increased scaling @ Recently, oxidative stress
has been implicated in the etiopathology of

psoriatic patients ® An insufficient antioxidant
system, together with increased levels of
reactive oxygen species (ROS) has been
suggested to be important in the pathogenesis
of this disease .
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ROS can react with all macromolecules, such as
lipids, proteins, nucleic acids, and
carbohydrates, particularly polyun-saturated
fatty acids on cell membrane. After the
beginning of an initial reaction with ROS, a
continuing chain reaction is started and cell
injury and ultimately cell death occurs @)
Oxidative stress can result from deficiency of
trace elements such as zinc Zn, copper Cu and
selenium Se.

Trace elements and their compounds have
been used since ancient times for their
therapeutic as well as cosmetic effects on the
skin ®°. The unique process of keratinization
and melanin formation is enzyme-dependent
and therefore could be influenced by trace
element deficiencies or excesses as trace
elements are involved in enzymatic activities
and immunologic reactions . Studies have
also shown that essential trace elements like
iron (Fe), copper (Cu), chromium (Cr), and
vanadium (V) undergo redox cycling and have
physiological significance, while nonessential
toxic elements like cadmium (Cd), mercury
(Hg), nickel (Ni) and lead (Pb), deplete
glutathione and protein-bound sulfhydryl
groups, resulting in the production of reactive
oxygen species (ROS) like superoxide ion,
hydrogen peroxide, and hydroxyl radical (1)
There is no comprehensive study on the levels
of trace elements, oxidants and antioxidants
defence mechanism and their inter-element
relationships in psoriasis. In the present study,
we have analyzed the levels of 2 elements in
serum samples of localized and generalized
psoriasis  patients and also measured
malondialdehyde ( MDA) and the status of
antioxidant enzymes such as super oxide
dismutase (SOD), and, non-enzymatic
antioxidants like vitamins E and A.

Methods

A case-control study was conducted in the
department of Chemistry and Biochemistry,
College of Medicine, Al-Nahrain University. It
included 50 cases, 32 were with localized
plaque psoriasis (LPP), and 18 patients with
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generalized plaque psoriasis (GPP) who were
attending the department of Dermatology, Al-
Khadymia Teaching Hospital, and another 50
age- and sex-matched healthy individuals were
included as controls.

Patients and controls with diabetes mellitus,
thyroid disease, autoimmune disorder or
concomitant dermatological diseases, or had
taken systemic or topical treatment within
three months before the present study, or had
a history of smoking or alcoholism or taking
drugs for any other reason or taking
antioxidant or vitamins were excluded.

All blood specimens were taken after 10-12
hours fast in the morning between 9- 11 hours.
The blood from forearm vein was collected in a
plain tube and allowed to clot at room
temperature for 30 minutes and centrifuged
for 15minuts at 3000rpm (755xg). The serum
was divided into proper aliquots and frozen at -
20C until used for measuring of Zn, Cu, MDA,
SOD, vitamins A, and E.

All the precautions were taken in accordance
with the Clinical and Laboratory Standards
Institute criteria ™ to eliminate metal
contamination while collecting and storing the
samples

Serum Zn and Cu concentrations were
estimated in the samples using flame atomic
absorption spectrophotometry (AAS). The
samples were diluted (1:10). Standards
(prepared in deionized water) were run in the
range of 10-40 pg/dl for Cu and Zn.

Serum MDA levels were determined by the
method of Draper and Hadley 13 hased on the
reaction of MDA with thiobarbituric acid (TBA)
at 70°C. In the TBA test reaction, MDA and TBA
react to form a pink colour with maximum
absorption at 532 nm.

For SOD activity determination we used
(RANSOD kit, from Randox. The principle of the
determination of xanthine by xanthine oxidase,
and reduction of iodophenyl-nitrophenol-
phenyltetrazolium (ILN.T) by the H,0,
produced.

Serum vitamins A and E were evaluated by high
performance liquid chromatography (HPLC), in
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brief for vitamin A serum was first
deproteinized by 15% 5-sulphosalicylic acid,
mixed and centrifuged, the sample was diluted
and analyzed by HPLC system using (column C-
18). The mobile phase was acetonitrile (100%)
at a flow rate of 1ml/min and wavelength of
290 nm, while for vitamin E the mobile phase
used was absolute ethanol-water (95:5 v/v) at
a flow rate of 1ml/min and the wavelength of
229 nm.

Statistical analysis
All data were given as mean % standard
deviation (SD). Statistica version-6 for windows

was used for statistical analysis. Levels of Zn,
Cu, MDA, SOD, vitamin A and vitamin E in sera
of patients and control subjects were
compared by paired student’s t-test. The
differences were considered to be significant
when the p value was less than 0.05.

Results

The study included 50 patients with psoriasis
(29 women and 21 men) of age varied from 17-
53 years, and 53 controls (27 women and 23
men) with age of between 17-53 years (Table
1).

Tablel: MDA, SOD, VE, VA, Zn, and Cu in total psoriasis patients and normal control subjects

MDA SOD VA VE
No. AGE (nmol/ml) | (U/ml) (ug/ml) (ug/ml) Zn(ug/dl) Cu (ug/dl)
Control 50 | 34.20+10.7 | 0.6+0.19 | 10.8+0.3 | 59.0+1.3 9.7+0.9 83.3+5.8 106.049.0
Psoriasis | 50 33.8+£10.8 1.840.2 9.1+1.0 | 56.8+3.0 9.0+£1.0 79.019.1 111.8+14.2
P value 0.85 0.001 0.000 0.0000 0.000 0.006 0.01

Table 2 show the mean values of total lipid
peroxidation (MDA), plasma antioxidants (SOD
enzymes, Vit. A, and Vit. E), and the levels of
trace elements (Zn and Cu), in both patients
and controls.

When compared with the control group, total
psoriasis patients showed significantly higher
values for MDA (p<0.001), and significantly

lower values for SOD (p<0.0001), Vit. A
(p<0.0001), and Vit. E (p<0.0001). Furthermore,
trace elements Zn level show a significantly
lower value (p<0.0001) in serum of psoriasis
groups compared to the control, while for Cu,
patients group showed significantly higher
concentration (p<0.01) as compared with the
control group.

Table2: MDA, SOD, VE, VA, Zn, and Cu in LP, and GP patients and normal control subjects.

AGE (nrc?lﬁml SOD (u/ml) | VA (ug/ml) VE (pg/ml) Zn (pg/dl) Cu (ug/dl)
Control 34.20+10.7 | 0.6+0.19 | 10.8+0.3 59.0%1.3 9.740.9 83.315.8 106.0+9.0
(n=50)
LPP (n=32) | 34.7+11.3 1.8+0.1 9.0£1.0 56.5+2.8 9.1+1.1 78.1+8.6 | 110.8+14.6
™p=0.00 | *'P=0.000 | a***P=0.000 | a**P=0.01 | a**P=0.001 | aP=0.07
GPP (n=18) 32.3:9.9 1.80.2 9.4+1.1 57.243.3 8.740.9 80.6+10.0 | 113.6%13.7
'p=0.00 | “"'P=0.000 | a**P=0.00 | a***P=0.000 | aP=0.17 a**P=0.01
®p=0.60 *p=0.15 bP=0.46 bP=0.25 bP=0.36 bP=0.51

LPP = localized plaque psoriasis, GPP = generalized plaque psoriasis
%t-teat: comparison of the LP, GP groups with control
®t_teat: comparison of the IP patients with GP groups.




We have also compared the values according
to the type of psoriasis (LPP and GPP); we
found no significant differences for all values
studied.

Discussion
Oxidative stress
important in the pathogenesis of psoriasis
Under normal physiological conditions, free
radical-induced oxidative stress is combated by
a complex antioxidant defence system. In
humans there are two main defence systems
against oxidative stress, the first involves
mineral-dependent  enzymes, superoxide
dismutase (SOD) and glutathione peroxidase
(GSH-Px), the second defence system consists
of non-enzymatic substances. Albumin, uric
acid, and ascorbic acid account for over 85% of
the total antioxidant capacity in human plasma
4 This predominance is due largely to their
high concentrations relative to those of other
antioxidants in blood, e.g. a-tocopherol,
B-carotene, and bilirubin. Although individual
antioxidants play a specific role in the
antioxidant defence system, the above
antioxidant molecules may act cooperatively in
vivo to provide synergistic protection against
oxidative damage (s), Measuring the levels of
specific antioxidant molecules can vyield
valuable information, and low levels of such
antioxidants provide suggestive, but not
definitive evidence of oxidative stress.

The oxidative destruction of polyunsaturated
fatty acids (PUFAs) of phospholipids, known as
lipid peroxidation, can be in fact considered as
a hallmark of oxidative stress. MDA an end
product of lipid peroxidation induced by ROS is
well correlated with the degree of lipid
peroxidation(m). There are different reports
about MDA level in the literature. Yildirim et al
@ found no significant difference in the serum
MDA levels between controls and psoriasis
groups, while they found statistically significant
increased tissue levels of MDA in psoriasis
group, but Petronila et al @7 reported that the
level of thiobarbituric acid (TBA) in plasma was
significantly higher in patients with psoriasis

is now considered to be
(4,6)
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than in controls, also Arpita et al (18 found that
the MDA levels were significantly higher in
psoriasis patients as compared with normal
volunteers; furthermore Vijaykumar et al (19)
found a positive correlation between increased
MDA, and NO in sera of psoriasis patients with
severity of psoriasis. In our study, the
significantly higher levels of serum MDA
support previous finding and indicate that lipid
peroxidation may have a role in the
pathogenesis of psoriasis.

Superoxide dismutase (SOD) is a group of
metalloenzymes that protects cells from the
toxic effects of superoxide radicals are
produced as endogen. We found significantly
lower levels of serum SOD activity in patients
with psoriasis compared to healthy controls
and this is in agreement with Yildirim et al
They found significant decreased levels of
erythrocyte SOD and GP activities were noted
in psoriatic subjects, and with Vijaykumar et al
9 there study showed that the serum SOD
activity was observed to be decreased
significantly from mild to moderate and from
moderate to severe psoriasis patients.
Superoxide and hydroxyl radicals are the most
important radicals in lipid peroxidation.
Decreased SOD activity could be responsible
for the increase of superoxide radicals, which
may explain the increased level of MDA (©)
There is an association between the
antioxidant enzymes such as glutathione
peroxidase and superoxide dismutase and
trace elements including selenium, zing,
copper, and manganese (200 A deficit of those
elements may result in the decrease of
antioxidant enzyme activity and the increases
of oxidative stress induce cell damage.

We measured copper and zinc in order to
illuminate the possible role of trace metals in
the pathogenesis of psoriasis. This approach
appears reasonable because copper and zinc
are known to be among the constituents of the
skin and to play essential roles in maintenance
of its function in association with the enzyme
systems activated by trace metals (21),
Essentiality of zinc is related mainly to its
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function as the metal moiety of important
enzymes. Zinc is considered as an antioxidant
because the extracellular enzyme superoxide
dismutase is zinc- dependent, it plays a vital
role in the protection against free radical
damage. Trace elements including zinc catalyze
the rearrangement of dopachrome to form 5,6
- dihydroxy indole — 2 carboxylic acid (DICA)
in the process of melanogenesis(zz).

It was reported in literatures that both normal
and psoriasis skin show no significant
differences in zn *?* 2% while Bhatnagar et al
28 found in their study on active and remissive
phases of psoriasis an increased in serum Zn
level, our results indicated that Zn
concentrations in psoriasis groups show a
decreasing trend and are consistent with other
studies ® 2% A reduction in blood Zn
concentration with increasing surface area
involvement in psoriatic may be due to Zn
depletion secondary to loss of Zn through
exfoliation ). An alternative possibility is that
disturbance in the blood Zn status might
actually be resulting in greater surface area
involvement .

Our results show increased concentration of
serum Cu in psoriasis groups. This is in
accordance with few studies where elevated
levels of serum Cu have been reported in
psoriasis and other skin diseases (25, 26, 30)
Increased Cu may be attributable to
inflammation associated with the disease.

We also evaluated some natural liposoluble
antioxidants vitamins, namely vitamins A and E.
These vitamins, being supplied by diet, may
allow the control of their plasma levels by an
enriched diet or even by a therapeutic vitamin
supplementation (81, 32) Early studies on the
relationship between a vitamin A and E
deficient diet and disturbances in epidermal

growth and differentiation suggest the
importance of those compounds for the
maintenance of skin homeostasis “®. It is

known that moderate and severe inflammatory
reactions lead to a decrease in the blood
retinol and beta-carotene content, whereas
lipid peroxidation increases in inflammatory

reactions ?%*°. In this study vitamin A and

vitamin E were significantly lower in patients
with psoriasis than in healthy controls and this
is in agreement with Petronila et al a7 they
found decreased vitamins A and E levels in
(inactive and active) psoriasis patients as
compared with the control group. Our
observed low vitamin A and E in the psoriasis
patients might be explained by the
inflammatory conditions since the Psoriasis is a
chronic and recurrent inflammatory skin
disease.

In conclusion, we observed that there is
impairment in the antioxidant system in
psoriasis, leading to free-radical mediated
damage to skin cells. Our finding revealed that
this oxidative stress is not a localized
phenomenon but a generalized process and
may be one of the reasons for the progressive
nature of the disease. In view of these findings,
the levels of MDA increased in patients with
psoriasis by peroxidation whereas serum SOD
and vitamins A and E and Zn element
decreased. Antioxidant treatments such as
vitamins A and E and Zn in patients with
psoriasis may be of use in treatment of
psoriasis in two respects: a- to decrease the
inflammation in skin tissues by virtue of the
inactivating effect of free radicals and b- to
confirm stability on cell membranes by a
positive effect on membrane stabilization and
repair.

References

1. Gelfand JM, Stern RS, Nijsten T. The prevalence of
psoriasis in African Americans: Results from a
population based study. J Am Acad Dermatol, 2005;
52:23-26.

2. Anna L.F, lwona MG, Lidia JA. Influence of Smoking
and Alcohol Consumption on Total Antioxidant Status
in Patients with Psoriasis. Adv Clin Exp Med, 2006; 15:
463-469.

3. Wang H, Peters T, Kess D, Sindrilaru A, Oreshkova T,
Van Rooijen N, et al. Activated macrophages are
essential in murine model for T-cell mediated chronic
Psoriasiform skin inflammation. J Clin Invest, 2006;
116: 2105-14.




4. Yildirim M, Inaloz HS, Baysal V, Delibas N. The role of
oxidants and antioxidants in Psoriasis. J Eur Acad
Dermatol Venereol, 2003; 17: 34-6.

5. Trouba KJ, Hamadeh HK, Amin RP, Germolec DR.
Oxidative stress and its role in skin disease. Antioxid
Redox Signal, 2002; 4: 665-73.

6. Maccarone M, Catani MV, Iraci S. A survey of reactive
oxygen species and their role in dermatology. J Eur
Acad Dermatol Venereol, 1997; 8: 185-202.

7. Kannan K, Jain SK. Oxidative stress and apoptosis.
Pathophysiology, 2000; 7: 153-63.

8. Afridi HI, Kazi TG, JamaliMK, Kazi GH, Shar GQ. The
status of trace and toxic elements in biological
samples (Scalp Hair) of skin disease patients and
normal human subjects. Turk J Med Sci, 2006; 36:
223-30.

9. Hassan |, Tasneem G, Naveed K, Ghulam A, Jameel A,
Abdul Qadir S, et al. Evaluation of Cadmium,
Chromium, Nickel, and Zinc in Biological Samples of
Psoriasis Patients Living in Pakistani Cement Factory
Area. Biol Trace Elem Res, 2010; ISSN: 1559-0720.

10. Bock M, Schmidt A, Bruckner T, Diepgen TL.
Occupational skin disease in the construction
industry. Br J Dermatol, 2003; 149: 1165-71.

11.Stohs SJ, Bagchi D.Oxidative mechanisms in the
toxicity of metal ions. Free Radic Biol Med, 1995; 18:
321-36.

12. National committee for Clinical Laboratory Standards
Approved guidelines: Control of pre-analytical
variation in trace element determination 1997; 17: 1-
30.

13.Draper  HH, Hadley M. Malondialdehyde
determination as index of lipid peroxidation.
Methods Enzymol, 1990; 186: 421-31.

14. Winkler BS. Unequivocal evidence in support of the
nonenzymatic redox coupling between
glutathione/glutathione disulfide and ascorbic
acid/dehydroascorbic acid. Biochim Biophis Acta,
1992; 1117: 287-290.

15. Miller NJ, Rice-Evans C, Davies MJ, Gopinathan V.: A
novel method for measuring antioxidant capacity and
its application to monitoring the antioxidant status in
premature neonates. Clin Sci, 1993; 84: 407-412.

16. Latha B, Babu M. the involvement of free radicals in
burn injury: a review. Burns, 2001; 27: 309-17.

17. Petronila RP, Aice SS, Irene R, Americo F, Alexandre
Q, Frederico T. Dislipidemia and oxidative stress in
mild and severe psoriasis as a risk for cardiovascular
disease. Clinica Chimica Acta, 2001; 303: 33-39.

18. Arpita G, Soma M, Manoj K: Role of free reactive iron
in psoriasis. Indian J Dermatol Venereol Leprol, 2008;
74:277-278.

19. Vijaykumar M, Adinath N, Shankargouda I. Oxidants
and antioxidant status in psoriasis patients. Biomed
Res, 2010; 21: 221-223

20.Westman NG, Marklund SL. copper and zinc-
containing superoxide dismutase and manganese-

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

IRAQI J MED SCI, 2011; VOL.9 (2)

containing superoxide dismutase in human tissues
and human malignant tumors. Cancer Res, 1981; 41:
2962-6.

Prasad AS: Zinc: An overview. Nutrition, 1995; 11: 93-
9.

Michaelsson G, Edqvist LE. Erythrocyte glutathione
per-oxidation activity in acne vulgaris and the effect
of selenium and vitamin E treatment. Acta Derm
Venerol (Stockh), 1984; 64: 9-14.

Molokhia M, Portnoy B. Neutron activation analysis
of trace elements in skin. Br J Dematol, 1969; 81:
681-684.

Hinks LJ, Young S, Clayton B. Trace element status in
eczema and psoriasis. Clin Exper Dermatol, 1987; 12:
93-7.

Nigam PK. Serum zinc and copper levels and Cu:Zn
ratio in psoriasis. Indian J Dermatol Veneriol Leprol,
2005; 71: 205-206.

Basavaraj K, Darshan M, Shanmugavelu P, Rashmi R,
Yuti MA, Dhanabal SP, Rao K.: Study on the levels of
trace elements in mild and severe psoriasis. Clinica
Chimica Acta, 2009; 405: 66-70.

Brig PN, Maj KS, Rajan SR, Col SK, Col AL. Serum zinc
levels in cutaneous disorders. Med J Armed Forces
India, 2002; 58: 304-306.

Bhatnagar M, Bapna A, Khare AK. Serum proteins,
trace metals and phosphatises in psoriasis. Indian J
Dermatol Veneriol Leprol, 1994; 60: 18-21.

Smith SA, Aamir F, Otis MP. Elevated serum nickel
concentration in psoriasis vulgaris. Int J Dermatol,
1994; 33: 783-5.

Jha P, Flather M, Lonn E, Farkouh M, Yusuf S. the
antioxidant vitamins and cardiovascular disease: a
critical review of epidermiological and clinical trial
data. Ann Intern Med, 1995; 123: 860-72.

McM C, Rowe D. Plasma zinc in psoriasis: relationship
to surface area involvement. Br J Dermatol, 1983;
108: 301-5.

Jacob RA. The integrated antioxidant system. Nutr
Res, 1995; 15: 755-66.

Naldi L, Parazzini F, Peli L, Chatenoud L, Cainlli T.
Dietary factors and risk of psoriasis. Results of an
Italian case-control study. Br J Dermatol, 1996; 134:
101-106.

McDowell LR. Vitamins in animal nutrition-
comparative aspect to human nutrition, vitamin A.
Academic Press: London, 1989; p. 10-52; 93-131.
Burton GW, Ingold KU. B-carotene: An unusual type
of lipid antioxidant. Science, 1984; 224: 569-573.

Correspondence to Dr. Estabraq Al-Wasiti
E-mail: estabragalwasiti@yahoo.com
Mobile: + 964 7902386699
P.O. Box: 70027
Received 28" Apr. 2010: accepted 11" Jan. 2011



mailto:estabraqalwasiti@yahoo.com

