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Abstract: Behçet’s disease is an autoinflammatory vasculitis of unknown origin characterized
by recurrent oral and genital ulcers, uveitis, arthritis and skin lesions. Additionally, involvement
of the gastrointestinal tract, central nervous system and large vessels may occur. The disease
is prevalent in countries along the ancient Silk Road from Eastern Asia to the Mediterranean
Basin. Many treatment modalities are currently available. The choice of treatment depends
on organ involvement and severity of disease. Topical treatment with corticosteroids is often
sufficient for mucocutaneous involvement, however for more severe disease with vasculitis or
neurological involvement a more aggressive approach is warranted. Newer drugs (biologicals)
influencing cytokines and thereby T-cell function are promising with an acceptable side effect
profile. Unfortunately, reimbursement of the costs of biologicals for rare disease is still a
problem in various countries. In this report we discuss the current treatment modalities for
Behçet’s disease.
Keywords: Behçet’s disease, biologicals, treatment

Behçet’s disease is an inflammatory disorder characterized by recurrent oral and genital
ulcers, uveitis, and skin lesions.1,2 The first series of patients with Behçet’s disease was
already published in 1937 as a triad of these symptoms.3 Additionally, involvement
of the gastrointestinal tract, central nervous system, and large vessels may occur,
although less frequently. As in other immune-mediated disorders, Behçet’s disease is
characterized by attacks rather than by a persistent inflammatory disease.4
Cases of Behçet’s disease cluster along the ancient Silk Road, which extends from
eastern Asia to the Mediterranean basin. The reported prevalence in Turkey varies
between 110 and 420 per 100,000.5 In Western countries however the prevalence is
probably less than 1 per 100,000 in Caucasians. It is believed that both genetic and
environmental factors contribute to the development of the disease.6,7 Men are affected
slightly more often than women.
Susceptibility to Behçet’s disease is strongly associated with the presence of the
human leukocyte antigen (HLA)-B51 allele and its presence is also strongly associated
with a more aggressive course.8 The cause of Behçet’s disease is however still unknown.
Infections, both viral and bacterial, may play a role.
Although the exact cause of Behçet’s disease remains to be elucidated, it is clear
that neutrophils interacting with T-cells play an important role in the pathophysiology.
Activated T-cells produce tumor necrosis factor-α (TNF-α), which in turn leads to
production of other proinflammatory cytokines like interleukin-1 (IL-1) and IL-6
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by other immune cells. These proinflammatory cytokines
stimulate migration and activation of leucocytes, thereby
causing a local inflammatory response.2 A disturbed function of regulatory T-cell may also play a role. Eventually
vessel damage occurs, as can be seen in biopsies taken from
Behçet’s lesions from various sites involved.4

Clinical picture
Diagnosis
Currently the diagnosis of Behçet’s disease is often based on
the criteria as proposed by the International Study Group for
Behçet’s disease in 1990.9 To fulfil these criteria, recurrent
oral ulcers must be present together with two or more of
the following; recurrent genital ulceration, eye lesions,
skin lesions, or a positive pathergy test (Table 1). This test
consists of pricking a sterile 20G needle into the patient’s
forearm. The results are judged to be positive when the
puncture causes an aseptic erythematous nodule or pustule
that is more than 2 mm in diameter at 24 to 48 hours. At the
reaction site there is initially an accumulation of neutrophils
followed by the accumulation of mononuclear cells.10 The
pathergy test is sometimes considered pathognomonic for
the disease but can also be positive in other diseases like
pyoderma gangrenosum.11

Clinical manifestations
As mentioned above, all patients have recurrent oral aphthous
ulceration at some time in the clinical course. Recurrent oral
ulceration is often the presenting sign. Lesions are painful,
last about 10 days, and heal without scarring. Genital ulcers
are also painful, but often heal with scarring.
Ocular involvement is common and occurs in approximately 70% of patients and is associated with a high risk of
blindness. Ocular features of Behçet’s disease are anterior

uveitis, retinal vasculitis (both veins and arteries), optic
neuropathy, retinal infiltrates, and vitritis.2
Various types of skin involvement can be seen. Erythema
nodosum occurs frequently and is more common in women.
Pseudofolliculitis and acneiform nodules are more common
in male patients and are distributed on the back, face, and
neck, especially along the hairline.2
The features of Behçet’s disease, however, are not limited
to the diagnostic criteria. The syndrome can present in a
myriad of ways and may involve nearly every organ system.
In fact, morbidity and mortality predominantly result from
vasculitis in large vessels, cerebrovascular disease, and
gastrointestinal involvement. The latter is often difficult to
distinguish from Crohn’s disease.2

Current treatment options
First of all we must state that unfortunately the level of evidence
is limited in most of the treatment regimens in Behçet’s disease
since there are few randomized controlled trials.
Treatment of patients with Behçet’s disease is guided by
organ involvement (Table 2). Topical steroids are usually
effective for mucocutaneous involvement. Some patients
respond insufficiently and additional treatment may be necessary in these cases. Colchicine is often believed to be effective
for refractory oral ulcers. A double-blind study conducted
in 1980 did not show a statistically significant reduction in
the recurrence of both oral and genital ulcers compared to
placebo.12,13 In a double-blind trial with 116 patients in 2001,
Yurdakul and colleagues found that colchicine reduced the
occurrence of genital ulcers and erythema nodosum and
arthritis in both men and women.14 Perhaps colchicine is more
effective in women than in men. Thalidomide has also been
shown to be effective in patients with mucocutaneous lesions
refractory to treatment with colchicine. Thalidomide exerts

Table 1 International study group criteria for Behçet’s disease
Finding

Definition

Recurrent oral ulceration

Minor aphthous, major aphthous, or herpetiform ulcers observed
by the physician or patient, which have recurred at least three times
over a 12-month period

Recurrent genital ulceration

Aphthous ulceration or scarring observed by the physician or patient

Eye lesions

Anterior uveitis, posterior uveitis, or cells in the vitreous on slit-lamp
examination; or retinal vasculitis detected by an ophthalmologist

Skin lesions

Erythema nodosum observed by the physician or patient,
pseudofolliculitis, or papulopustular lesions; or acneiform nodules
observed by the physician in a post-adolescent patient who is not
receiving corticosteroids

Positive pathergy test

Test interpreted as positive by the physician at 24 to 48 hours

386

Powered by TCPDF (www.tcpdf.org)

submit your manuscript | www.dovepress.com

Dovepress

Therapeutics and Clinical Risk Management 2009:5

Dovepress

Managing Behçet’s disease: An update on current and emerging treatment options

Therapeutics and Clinical Risk Management downloaded from https://www.dovepress.com/ by 34.237.51.35 on 18-Nov-2019
For personal use only.

Table 2 Current treatment used for Behçet’s disease
Medication

Dose

Main indications

Prednisone

Local systemic: 0.5–1 mg/kg

Uveitis, Mucocutaneous involvement, Induction
treatment uveitis, Neurological involvement
Refractory arthritis, Gastrointestinal ulceration

Colchicine

0.5–1.5 mg/day

Skin involvement, Arthritis

Dapsone

100 mg/day

Mucocutaneous involvement Arthritis

Azathioprine

2–3 mg/kg/day

Uveitis

Pentoxifylline

1200 mg/day

Mucocutaneous involvement

Sulfasalazine

1–3 g/day

Mucocutaneous involvement, Arthritis

Thalidomide

100–200 mg/day

Refractory mucocutaneous involvement

Cyclosporine

3–5 mg/kg/day in divided doses

Uveitis, Mucocutaneous involvement

Methotrexate

7.5–15 mg/week

Arthritis, uveitis (rarely)

Cyclophosphamide

750 mg/m 2/mo IV

Life-threatening involvement (vasculitis, neurological)

IFN-α2a

9 million units three times per week for three months
followed by a low maintenance dose of 3 million units
three times per week)

Uveitis

TNF-α blockers

Various doses

Uveitis Arthritis Gastrointestinal ulceration

Abbreviations: IFN, interferon; TNF, tumor necrosis factor.

considerable side effects (neuropathy, constipation) and for
obvious reasons should be avoided in women with childbearing potential unless they adhere to stringent anticonceptive
measures. Pentoxifylline, which reduces the production of
inflammatory cytokines like TNF-α, was effective in reducing the frequency and severity of oral and vaginal ulcers.15
Alternative treatment for mucocutaneous involvement are
dapsone16 and cyclosporine. Cyclosporine is used infrequently
for this indication for fear of side effects.17 Nevertheless,
cyclosporine resulted in significantly more alleviation of
oral aphthous ulcers versus colchicine in a study by Masuda
and colleagues.18
If there is only mucocutaneous involvement, locally applied
corticosteroids may suffice. However, involvement of internal
organs or brain may require much more aggressive treatment
consisting of systemic corticosteroids of 1 mg/kg/day
and immunosuppressive drugs. Sulfasalazine is mainly
effective in arthritis and gastrointestinal involvement.4,19
Azathioprine and cyclosporine are considered effective
treatment especially in uveitis. Azathioprine has also been
used in the treatment of neurologic and gastrointestinal
involvement. Azathioprine and cyclosporine are often used
in combination.19 One of the newer immunosuppressive
drugs, mycophenolic acid derivates, although not effective
in mucocutaneous lesions,20 can be effective in therapy
refractory gastrointestinal involvement.21
Vasculitis (large vessel) especially, often involving
the pulmonary arteries and neurological disease, calls for
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intensive measures as they can be life-threatening. In these
cases, the use of cyclophosphamide alone or in combination
with prednisone is warranted. 22,23 In life-threatening
situations, cyclophosphamide should not be used without
corticosteroids.
Interestingly, although the cause of Behçet’s disease is
unknown, treatment with high dose penicillin either alone
or in combination with colchicine was effective in reducing
symptoms (mucocutaneous and joint manifestations) in
several studies. A possible role for streptococcal infection
has been proposed.24–26
In some patients these therapies are either ineffective or
are associated with intolerable adverse effects necessitating
alternative treatment strategies. In the slipstream of the
therapeutical management of rheumatoid arthritis, interesting agents targeting the factors believed to be involved in
the pathogenesis of Behçet’s disease have been tried in these
patients with sometimes astonishing results.

Emerging treatment options
As mentioned above, T-cells and cytokines are believed to
play an important role in the pathogenesis of Behçet’s disease. Emerging therapies aim at influencing T-cell function
or cytokines.

Interferon-alpha
Perhaps interferon-alpha (IFN-α) no longer deserves to be
called an emerging therapy as it has been used for therapy in
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refractory Behçet’s disease for over ten years.27 IFN-α has
been reported to restore the low natural killer cell activity
in patients with Behçet disease to a near normal level.
A double-blind study assigned 50 patients to receive either
IFN-α2Aa (6 million units three times weekly) or placebo
for three months.28 Significant decreases in pain and duration
of oral ulcers, frequency of genital lesions, and number of
pustular papules were noted in patients receiving IFN-α2a.
The frequency and duration of erythema nodosum-like
lesions and thrombophlebitis were also decreased in the
same group. In a systematic review of 32 studies and
four published abstracts published before 2002, a total of
338 patients received either IFN-α2a or 2b of various doses.29
Within a few months of therapy, 86% of the patients with
mucocutaneous symptoms, 96% with arthritis, and 94% with
uveitis exhibited a partial or complete response. Significant
improvements were also found in erythema nodosum-like
lesions, skin ulcerations, and superficial thrombophlebitis.
Interferon-α2a seems to be more efficacious than IFN-α2b.
Compared with low-dose regimens, high-dose regimens were
more effective and achieved more post-treatment remissions.
However, disease activity generally returned to baseline
level either immediately after or up to seven months after
therapy was discontinued. Side effects of IFN-α include
mild alopecia, mild leukopenia (generally reversible with
discontinuing interferon), influenza-like symptoms, and
depression or psychosis. The recommended regimen is a high
dose of IFN-α-2a (9 million units three times per week) for
three months followed by a low maintenance dose (3 million
units three times per week).

TNF blockers
TNF blockers represent a novel regimen of drugs in the
treatment of Behçet’s disease in which Th-1 proinflammatory
cytokines such as IL-1-β, IFN-γ, IL-12, and TNF-α are
involved in the inflammatory response that is held responsible
for disease-related symptoms. It is believed that TNF-α
plays a central role in the inflammatory process of Behçet’s
disease. Infliximab is a chimeric TNF-α antibody that
has been reported effective in more than 10 small studies
of a total of more than 120 patients and 115 other single
Behçet’s disease cases of refractory mucocutaneous lesions,
severe gastrointestinal or neurological involvement, and
ocular disease. One of the most significant studies was published in 2004 by Sfikakis and colleagues.30 In this study,
25 patients with ocular disease were treated with a single
infusion of 5 mg/kg infliximab. In all but one patient ocular
inflammation was controlled within one day. In general,
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remarkable and swift improvement or complete resolution
of the orogenital ulcers, gastrointestinal ulcerations, and
other Behçet’s disease-related symptoms can be achieved
shortly after one or two infusions of infliximab at various
doses ranging from 3–10 mg/kg. A dose of 300–500 mg
is generally accepted effective, but the time of interval
and duration of therapy remain undetermined. In patients
with acute, unilateral, posterior uveitis and significant
reduction of visual acuity (0.2), as well as in those cases
with inflammation of the macular area, a single infusion of
infliximab, or intravitreal steroids may be superior to other
immunosuppressive drugs. In cases of bilateral posterior eye
segment inflammation, a single infusion of infliximab could
be used as a first-line agent to achieve a fast-onset response,
along with the initiation of other immunosuppressive drugs.
However, if the ocular disease remains uncontrolled, a
combination of immunosuppressive regimens with repetitive
infusions of infliximab 5 mg/kg every 6–8 weeks for up to
two years can be used.
Another TNF-α blocker used in Behçet’s disease
is the fusion protein, etanercept. One double-blind,
placebo-controlled study has been conducted by Melikoglu
and colleagues.31 This study involved 40 male patients with
mainly mucocutaneous disease randomly treated with either
four weeks of 25 mg etanercept (subcutaneously twice a
week) or placebo. Significant improvements of oral ulcers
and nodular and papulopustular lesions were observed in the
etanercept group. Within four weeks, 45% of the etanercept
group remained free of oral ulcers compared with only 5%
in the placebo group. No significant improvement in genital
ulcers or pathergy positivity was observed. Eighty-five percent of the patients receiving etanercept were free of nodular
lesions compared with 25% of those in the placebo group.
Most patients experienced recurrent disease three months
after etanercept was stopped. Other case reports included
less than 10 Behçet’s disease patients successfully treated
with etanercept.
Even fewer studies were performed with adalimumab, a
human TNF-α antibody. In 2006, two groups reported nine
refractory Behçet’s disease patients. In both retrospective
studies, various symptoms in all patients resolved swiftly
and persistently.32,33 Adalumimab could be given for at least
three years without serious adverse effects. The role of TNF
blockers in patients with uveitis is currently accepted for
selected cases. Although reportedly very effective in Behçet’s
disease, the place of TNF-α blockers in the therapeutic strategy, its long-term effects, and the timing of intervals still
need to be investigated in more robust and fully powered
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randomized trials. TNF blockers should be started as add-on
strategy in combination with other drugs.
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Anti-IL-1 and anti-IL-6
Apart from TNF-α, other cytokines such as IL-1 and
IL-6 may play a role in the disease. Some studies report
significantly higher IL-1 levels in patients with both active
and inactive Behçet’s disease compared to controls, although
this is not a universal finding. A recent case report describes a
patient with refractory Behçet’s disease responding rapidly to
treatment with daily anti-IL-1. Lowering the dose to alternate
day injections led to an increase in disease activity, again
responding to an increase in the dose.34
IL-6 levels have been reported to be elevated in the
cerebrospinal fluid of patients with active neuro-Behçet’s
disease. IL-6 has a major role in growth and differentiation
of T cells, antibody production by B cells, and differentiation of macrophages. Inhibition of IL-6 signaling could be
a new therapeutic regimen for neuro-Behçet’s disease.35
Tocilizumab is a humanized monoclonal antibody that binds
both to soluble and to membrane-bound IL-6 receptor and
has been shown to be effective in rheumatoid arthritis. This
drug may potentially have an effect in Behçet’s disease.
However, data on treatment are lacking so far.

Conclusions
Nowadays, many treatment options have become available for
Behçet’s disease. Few have been examined in double-blind
trials and most treatments aim to relieve symptoms rather than
cure the disease. Treatment should be tailored depending on
the severity of disease. Newer drugs (biologics) influencing
cytokines and thereby T-cell function are promising without
very many side effects. Unfortunately, biologics are still
expensive and long-term effects are still unknown.

Disclosure
The authors report no conflicts of interest in this work.

References

1. Kaklamani VG, Vaiopoulos G, Kaklamanis PG. Behçet’s disease. Semin
Arthritis Rheum. 1998;27(4):197–217.
2. Yazici H, Fresko I, Yurdakul S. Behçet’s syndrome: disease
manifestations, management, and advances in treatment. Nat Clin Pract
Rheumatol. 2007;3(3):148–155.
3. Dilsen N. History and development of Behçet’s disease. Rev Rhum
Engl Ed. 1996;63(7–8):512–519.
4. Sakane T, Takeno M, Suzuki N, Inaba G. Behçet’s disease. N Engl J
Med. 1999;341(17):1284–1291.
5. Idil A, Gurler A, Boyvat A, et al. The prevalence of Behçet’s disease
above the age of 10 years. The results of a pilot study conducted at
the Park Primary Health Care Center in Ankara, Turkey. Ophthalmic
Epidemiol. 2002;9(5):325–331.

Therapeutics and Clinical Risk Management 2009:5

6. Gul A, Inanc M, Ocal L, Aral O, Konice M. Familial aggregation of
Behçet’s disease in Turkey. Ann Rheum Dis. 2000;59(8):622–625.
7. Baranathan V, Stanford MR, Vaughan RW, et al. The association of
the PTPN22 620W polymorphism with Behçet’s disease. Ann Rheum
Dis. 2007;66(11):1531–1533.
8. Takeno M, Kariyone A, Yamashita N, et al. Excessive function of peripheral blood neutrophils from patients with Behçet’s disease and from
HLA-B51 transgenic mice. Arthritis Rheum. 1995;38(3):426–433.
9. Criteria for diagnosis of Behçet’s disease. International Study Group
for Behçet’s Disease. Lancet. 1990;335(8697):1078–1080.
10. Chang HK, Cheon KS. The clinical significance of a pathergy
reaction in patients with Behçet’s disease. J Korean Med Sci.
2002;17(3):371–374.
11. Akay N, Boyvat A, Heper AO, et al. Behçet’s disease-like presentation
of bullous pyoderma gangrenosum associated with Crohn’s disease.
Clin Exp Dermatol. 2006;31(3):384–386.
12. Graham-Brown RA, Sarkany I. Failure of colchicine and fibrinolytic
therapy in Behçet’s disease. Clin Exp Dermatol. 1980;5(1):87–92.
13. Aktulga E, Altac M, Muftuoglu A, et al. A double blind study of
colchicine in Behçet’s disease. Haematologica. 1980;65(3):399–402.
14. Yurdakul S, Mat C, Tuzun Y, et al. A double-blind trial of colchicine
in Behçet’s syndrome. Arthritis Rheum. 2001;44(11):2686–2692.
15. Yasui K, Ohta K, Kobayashi M, Aizawa T, Komiyama A. Successful
treatment of Behçet disease with pentoxifylline. Ann Intern Med.
1996;124(10):891–893.
16. Convit J, Goihman-Yahr M, Rondon-Lugo AJ. Effectiveness of dapsone
in Behçet’s disease. Br J Dermatol. 1984;111(5):629–630.
17. Lin P, Liang G. Behçet disease: recommendation for clinical management
of mucocutaneous lesions. J Clin Rheumatol. 2006;12(6):282–286.
18. Masuda K, Nakajima A, Urayama A, Nakae K, Kogure M, Inaba G.
Double-masked trial of cyclosporin versus colchicine and long-term
open study of cyclosporin in Behçet’s disease. Lancet. 1989;1(8647):
1093–1096.
19. Hatemi G, Silman A, Bang D, et al. EULAR recommendations
for the management of Behçet disease. Ann Rheum Dis. 2008;
67(12):1656–1662.
20. Adler YD, Mansmann U, Zouboulis CC. Mycophenolate mofetil is
ineffective in the treatment of mucocutaneous Adamantiades-Behçet’s
disease. Dermatology. 2001;203(4):322–324.
21. Kappen JH, Mensink PB, Lesterhuis W, et al. Mycophenolate
sodium: effective treatment for therapy-refractory intestinal Behçet’s
disease, evaluated with enteroscopy. Am J Gastroenterol. 2008;
103(12):3213–3214.
22. Melillo N, Sangle S, Stanford MR, Andrews TC, D’Cruz DP.
Low-dose intra-venous cyclophosphamide therapy in a patient with
neurological complications of Behçet’s disease. Clin Rheumatol. 2007;
26(8):1365–1367.
23. Aktogu S, Erer OF, Urpek G, Soy O, Tibet G. Multiple pulmonary
arterial aneurysms in Behçet’s disease: clinical and radiologic remission
after cyclophosphamide and corticosteroid therapy. Respiration.
2002;69(2):178–181.
24. Calguneri M, Ertenli I, Kiraz S, Erman M, Celik I. Effect of prophylactic
benzathine penicillin on mucocutaneous symptoms of Behçet’s disease.
Dermatology. 1996;192(2):125–128.
25. Calguneri M, Kiraz S, Ertenli I, Benekli M, Karaarslan Y, Celik I. The
effect of prophylactic penicillin treatment on the course of arthritis
episodes in patients with Behçet’s disease. A randomized clinical trial.
Arthritis Rheum. 1996;39(12):2062–2065.
26. Al-Waiz MM, Sharquie KE, MH AQ, Hayani RK. Colchicine and benzathine penicillin in the treatment of Behçet disease: a case comparative
study. Dermatol Online J. 2005;11(3):3.
27. Feron EJ, Rothova A, van Hagen PM, Baarsma GS, Suttorp-Schulten MS.
Interferon-alpha 2b for refractory ocular Behçet’s disease. Lancet.
1994;343(8910):1428.
28. Alpsoy E, Durusoy C, Yilmaz E, et al. Interferon alfa-2a in the treatment
of Behçet disease: a randomized placebo-controlled and double-blind
study. Arch Dermatol. 2002;138(4):467–471.

submit your manuscript | www.dovepress.com

Dovepress

Powered by TCPDF (www.tcpdf.org)

389

Dovepress

Therapeutics and Clinical Risk Management downloaded from https://www.dovepress.com/ by 34.237.51.35 on 18-Nov-2019
For personal use only.

van Daele et al
29. Kotter I, Gunaydin I, Zierhut M, Stubiger N. The use of interferon
alpha in Behçet disease: review of the literature. Semin Arthritis Rheum.
2004;33(5):320–335.
30. Sfikakis PP, Kaklamanis PH, Elezoglou A, et al. Infliximab for recurrent,
sight-threatening ocular inflammation in Adamantiades-Behçet disease.
Ann Intern Med. 2004;140(5):404–406.
31. Melikoglu M, Fresko I, Mat C, et al. Short-term trial of etanercept in
Behçet’s disease: a double blind, placebo controlled study. J Rheumatol.
2005;32(1):98–105.
32. van Laar JA, Missotten T, van Daele PL, Jamnitski A, Baarsma GS,
van Hagen PM. Adalimumab: a new modality for Behçet’s disease?
Ann Rheum Dis. 2007;66(4):565–566.

33. Mushtaq B, Saeed T, Situnayake RD, Murray PI. Adalimumab
for sight-threatening uveitis in Behçet’s disease. Eye. 2007;21(6):
824–825.
34. Botsios C, Sfriso P, Furlan A, Punzi L, Dinarello CA. Resistant
Behçet disease responsive to anakinra. Ann Intern Med. 2008;
149(4):284–286.
35. Borhani Haghighi A, Safari A. Tocilizumab may be a potential addition
to our weapons against neuro-Behçet’s disease. Med Hypotheses.
2008;71(1):156–157.

Dovepress

Therapeutics and Clinical Risk Management

Publish your work in this journal
Therapeutics and Clinical Risk Management is an international, peerreviewed journal of clinical therapeutics and risk management, focusing
on concise rapid reporting of clinical studies in all therapeutic areas,
outcomes, safety, and programs for the effective, safe, and sustained
use of medicines. This journal is indexed on PubMed Central, CAS,

EMBase, Scopus and the Elsevier Bibliographic databases. The
manuscript management system is completely online and includes a
very quick and fair peer-review system, which is all easy to use. Visit
http://www.dovepress.com/testimonials.php to read real quotes from
published authors.

Submit your manuscript here: http://www.dovepress.com/therapeutics-and-clinical-risk-management-journal

390

Powered by TCPDF (www.tcpdf.org)

submit your manuscript | www.dovepress.com

Dovepress

Therapeutics and Clinical Risk Management 2009:5

