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Abstract

Behcet’s disease is a vasculitis of unknown etiology, it is most prevalent in Mediterranean area, the
most serious problem is ocular involvement, and with the use of the immunosuppressive agents, ocular
prognosis had significantly improved.

The interferon 2o is a biological agent used for the treatment of viral hepatitis and renal cell
carcinoma. It is used now for the treatment of Behcet’s disease, the mode of action of INF in Behcet’s
disease is still unknown, it has many immuno -modulatory effects, such as enhancement of HLA class (I)
antigen expression on the lymphoid cells, T and NK cell cyto-toxicity, and it diverts the T cell response.

Forty patients had been studied through (2006 - 2008) in Merjan Teaching Hospital to compare
the use of interferon 2o versus other immunosuppressive agents to show the difference especially in
refractory eye problems and vascular involvement.

Six to nine million units of interferon per week were given subcutaneously to (20) patients whom
either newly diagnosed or already had Behcet’s disease and did not respond to other immunosuppressive
agents , those patients are compared with other (20) patients whom already treated by other drugs like
cyclosporine, azothioprine and other immunosuppressive agents .

The duration of the treatment with interferon was (3-6) months and ophthalmologist and
rheumatologist did follow up for one year.
The mean age of the patients was (14-55) year, the group one included (14) males and (6) females
while group two included (13) males and (7) females.

The group one showed dramatic response to interferon, especially among the newly diagnosed
patients while those patients treated with other drugs got better response with the use of interferon alone.

Only three patients not responded to interferon, one was newly diagnosed and the other two were
already diagnosed.

Thirteen patients showed complete remission or became stable during follow up period.

While in group two, (8) patients showed relapse after stopping therapy, (2) patients showed
deterioration of the visual acuity and eye problems even with therapy and (10) patients showed complete
remission in the follow up period

From this study, we found that interferon 2a is the newly emerged therapy of Behcet’s disease and
its complications that are not responding to ordinary therapy.

Interferon2a is useful in the treatment of Behcet’s disease in Iraq and should be used to prevent
serious problems of the disease like blindness and vascular obstruction.

Layal)

¢ hgiall (a1 o) s s (B plall 13 Cigan S ¢ canndl Algeaall Zagedl Lo V1 Gabal (e Cings e
s il ()65 Ao liall Aadial) 450 aladinl ae K15 ¢ Gl Agla) s Bpladll (ayal) JSLEe ST e
- gy e kel OV aadig ¢ g paldl) 2SI el (mpe Al aadiey g Y e lga ()
ehsall 1aa aladiad s A)Eall ¢ el (Jlage e 3 Yo oA Dlals Yoot el mya (£0) e capal Auhall sda )
Lo ) edle B laylaie deyay Limgye (g5 e Gin o3 281 L Cangy mape e 8 deadiiaal) deliall Aadiall 55491 43515
13 Jia (AT Bl 15hslss AT Liansa cpanie: aa 50al Cappal sy - e gaud alal ciad (3 V) el (1o Aadle B3ay (e

RESTS TN PRSPy NI PR TP N N

oYA



Medical Journal of Babylon-Vol. 6- No. 3-4 -2009

Y8 — aghlle Gl asal) — bl alaal) —4udal) L Aaa

Gabeaial U8 (e 8yl 038 A i pall Tnslia ok 28y ¢ gl K () A (s Cangl 058V L 3l 5%

Uasale st (05585800 6lsay canlie Al 101 e ganall capelal il ¢ 4 (00 = 1 £) 8 el Hleel Jana
c ol (g vie Al B e LSl Gigaag ¢ omge spde die L A0l de genall Gl Loty ¢ AulSi) Cipas ade pa

el s ¥ ) il Liaes gy (e Aallaad J5aY) 230al) s 098] 2 3e o ¢ Ayl sha gl
- Aypadl) e Y1 My andly BLAYIS ¢ Gyl iliclias Eigan pial aadig of cang 2l 138 o LS ¢ galgie V)

Introduction

Behcet’s disease is a vasculitis of
unknown  etiology usually multi
systemic, it is most prevalent in
Mediterranean countries, Asia and the
Middle East, along (silk route). [1] Its
main features are oral, genital, aphthous
ulcers and other manifestations that
include skin lesions, vasculitis or
arthritis, usually oligoarthritis, and the
involvement of blood vessels that
include thrombophlebitis, thrombosis
and aneurysms, and the central nervous
system involvement. The disease is
associated with (HLA BS5).

The most serious problem is
ocular involvement, which may lead to
blindness. These manifestations include
bilateral panuveitis running in chronic
course, this may affect (60-80) % of
patients. [2]

In  most previous studies,
blindness occurred in (20-50)% of
patients within 5 years, [3] with
increasing the use of  the

immunosuppressive therapy, the ocular
prognosis had been improved. One of
these agents was azthioprine, which is
shown to maintain the visual acuity and
prevent the development of eye lesions,
(4) but this agent especially in severe
panuveitis and retinal vasculitis may not
act rapidly to prevent eye damage; and it
acts slowly in the treatment of vascular
involvement or central nervous system
involvement. [4]

The cyclosporine A is another
drug that act more rapidly on eye and
other problems of Behcet’s disease but
because of its effect on kidney at a dose
higher than 5 mg/Kg/day and the relapse

that may occur with the stop of the
treatment some time this limit its use. [5]

Cytotoxic  therapy such as
cyclophosphamide and chlorambucil are
also used but to limited extent because of
their toxicity. Colchicine only effective
in skin, mucous and posterior uveitis,
and the steroids is useful in short course
only and not suitable for long term
therapy. [6]

Interferon had been used in small
selected cohorts with Behcet’s disease, it
shows efficacy in few open studies with
up to (20) patients without ocular
involvement.[7]

Recently they started to use this
drug in the treatment of refractory eye
diseases  successfully treated with
steroids, immune-suppressants, and INF
in various combinations. [§8]

The INF is used in the treatment
of different types of malignancy and
hepatitis due to viral origin and it is
available in Iraq in few centers that deal
only with oncology and
gastroenterology.

The mode of action of INF in
Behcet’s disease is still unknown, it has
many immunomodulatory effects, such
as enhancement of HLA class (I) antigen
expression on the lymphoid cells, T cells
and NK cells cytotoxicity and it diverts
the T cells response. [9]

INF also has immunosuppressive
effects, which could directly suppress
vasculitis, as it does, for example, it
inhibits the adhesion of T cells to the
endothelial cells. [10]

Patients and Methods
This study was done in Merjan
Teaching Hospital during (2006 — 2008).
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Forty patients with Behcet’s disease with
uveitis or vascular complications are the
main target of the study had divided into
two groups.

Group one was treated with
interferon 2o while the other group was
treated with traditional therapy that
includes cyclosporine with steroids =+
azthioprine.

All patients in both groups had
examined for wuveitis or other eye
problems by experienced
ophthalmologist in private clinic or
referred from hospitals. The ophthalmic
examination included visual acuity
measurement by a snellens chart , slit
lamp examination of the anterior
segment, measuring of intraocular
pressures by Goldmann applination
tonometer, fundus examination by using
indirect ophthalmoscope and (+90) volk
lens with the aid of slit lamp.

The frequency of attacks and the
changes in visual acuity for each patient
at the start, the end of the study, and
during follow-up period were reported.
We consider improved visual acuity if
the improvement of the visual acuity was
at least (2) lines on Snellen’s chart, and
the same visual acuity if there is
improvement in one line or no change in
the vision and decrease visual acuity if
there is worsening in one line or more.

Twenty patients were included in
each group. The age of patients was
range from (16 - 55) years. All patients
of two groups have examined in
rheumatology clinic in Merjan Teaching
Hospital, sent for CBP, Doppler study
for wvascular problem patients. All
diagnosed as Behcet’s disease according
to international guide line criteria or
ACR criteria, patients with hepatic,
renal, heart failure, infections and other
autoimmune diseases were excluded
from this study.

The follow-up period included
monthly checking of visual acuity with
ocular examination associated with
assessment of response to the therapy

X0

and side effect of drug; all attacks were
recorded during follow-up period.

The first group: (20) patients
included (14) male and (6) female.
Thirteen patients were already diagnosed
as Behcet’s disease, (12) of them had
refractory eye disease and one has
refractory vascular problem. The other
(7) patients were newly diagnosed
Behcet’s disease.

All patients in this group
received dose of (6 - 9) million units per
week with small dose of steroids
(prednisolone tab) less than (10) mg/day.

The second group: included (20)
patients. They were (11) males and (9)
females, with age range from (16 - 63)
years. Two patients have newly
diagnosed as Behcet’s disease. All
patients had ocular involvement and at
first they started on cyclosporine with

steroids, (2) patients received
Azathioprine in addition to their
treatment.
Results

All patients in group one who
were treated with interferon Alfa showed
dramatic response. Four patients of them
were newly diagnosed Behcet’s disease
with uveitis were treated for (6) months
showed complete remission

The ocular manifestations:
twenty-four patients (60%) with uveitis
involving both eyes and (16) patients
(40%) with uveitis involving one eye.

Twenty-nine patients of both
groups presented with anterior and
posterior uveitis, (7) patients of both
groups presented with posterior uveitis,
and (4) patients of both groups presented
with anterior uveitis.

From the results of table (1), we
found that (14) patients (70%) get
improvement in the visual acuity after
treatment and follow up period while
(12) patients (60%) of group (2) get
improvement in the visual acuity.

Five patients (25%) of group (1)
had no changes or only one line
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improvement in the visual acuity, while
(6) patients (30%) of group (2) had no
changes or one line improvement in the
visual acuity.

Only one patient of group (1) and
two patients of group (2) had
deterioration of vision, which was
irreversible because of retinal ischemia
or macular scars as consequence of long-
standing refractory retinal vasculitis.
However, there are major differences
between the two groups; that group (1)
include patients refractory to other
treatment that was used in group (2).

In the group one, (14) patients
(70%) got rapid remission of mouth and
skin lesions while in the group two, only
(10) patients (50%) got remission with
longer period.

Four patients with vascular
lesions in group (1), those got more than
(50%) improvement in Doppler study
within one month of the treatment with
interferon alpha.

The articular manifestations:
the study showed no difference between
both groups which were treated with
steroids and different types of non-

steroidal  anti-inflammatory  drugs.
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Group 1
No | Sex | Age | BiL/UniL g::a;taiz‘r’l Other Therapy H:ISI::'LZSM 13:{;‘:‘:: or Aspirin | Recurrence Thsetg:)y Other lesion Side effect X::tael manﬁz::::ions
1 Q | 22 | Bilateral | 6 Months | 10 Presolone | 4 years Refract * nil _ CNS , Mouth Fatigue only ) anter+post
2 | 4 | 25 | Bilateral | 6 Months | 10 Presolone | 2 years Refract _ nil _ Skin nil ) anterior
3 | @ | 33 | Unilateral | 4 months | 10 Presolone | 2 years Refract _ nil _ Mouth , Skin Fatigue only — anter+post
4 | & | 30 | Bilateral | 6 Months | 10 Presolone | 20 years Refract * nil _ skin, vascular nil T anterior
5 | & | 45 | Bilateral | 6 Months Prelrsnorf:re * 3 years Refract _ nil _ Mouth Fatigue only 1 anter+post
6 | © | 35 | Bilateral | 6 Months Presolone 1.5years | 1st+ Refract * nil _ Mouth nil ) anter+post
7 | & | 36 | Unilateral | 3 Months | 10 Presolone | 2.5years Refract _ nil _ skin, vascular Fatigue only 1 anterior
8 | @ | 28 | Bilateral | 3 Months | 10 Presolone | 1 year Refract * * _ Vascuslzir'}’nouth * —» | anter+post
9 | & | 40 | Bilateral | 4 months | 10 Presolone | 4 years | 1st+ Refract _ * * CNS, skin nil — anter+post
10 | & | 49 | Bilateral | 6 Months | 10 Presolone | 15 years Refract * nil _ skin, mouth * — anter+post
11| & | 55 | Bilateral | 6 Months | cyclophoso | 10 years Refract _ * _ skin, mouth nil l poster
12 | 4 | 24 | Bilateral | 6 Months | 10 Presolone | 1 years Refract _ nil _ skin, mouth * T anter+post
13 | & | 29 | Unilateral | 3 Months | 10 Presolone ygésrs 1st+ Refract _ * _ Mouth,skin,vascular nil i poster
14 | & | 37 | Unilateral | 6 Months | 10 Presolone | 1 year Refract * nil _ CNS, skin * 0 posterior
15| & | 41 Bilateral | 6 Months | 10 Presolone | 5 years Refract _ nil _ CNS, mouth nil — anter+post
16 | Q | 25 | Unilateral | 6 Months | 10 Presolone | 2 years | 1st+ Refract * nil B mouth, skin * 0 anter+post
17 | & | 26 | Bilateral | 6 Months | 10 Presolone | 1 year Refract _ nil _ Skin * 1 anter+post
18 | @ | 14 | Unilateral | 3 Months Mil 2 years | 1st+ Refract _ nil _ Mouth , Skin nil T anter+post
19 | & | 25 | Bilateral | 6 Months | 10 Presolone | 6months Refract _ nil _ mouth, skin * T anter+post
20 | @ | 23 | Bilateral | 6 Months | 10 Presolone | 2 years Refract _ nil _ mouth, skin nil 1 anter+post
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Group 2
Ocular

No | Sex | Age | BiL/UniL | old Re New Re Duration | Recurrence | Visualacuity |  manifestation Dg;;:f
1 ) 40 . BiL Steroid cyclosorine 1year nil 1 anter+ post 5mg
2 ) 35 BiL Steroid Cyclosporin 4 year nil 1 anter+ post 5mg
3 3 30 Uni L Steroid cyclosorine 5 year * — posterior 5mg
4 Q 25 Uni L Steroid Cyclosporin 3 months nil T anter+ post 5mg
5 3 18 Uni L Steroid Cyclosporin 2 year * — anter+ post 5mg
6 Q 16 BiL Steroid cyclosporine 3 years nil T posterior 5mg
7 d 60 BiL Steroid cyclosporine 5 years * — anter+ post 5mg
8 3 40 BiL nil cyclosporine 3 months nil — posterior 5mg
9 Q 35 Uni L nil cyclosporine 1 year nil T anter+ post 5mg
10 3 40 Uni L Steroid cyclosporine 2 year * — anter+ post 5mg
11 Q 30 BiL steroid cyclosporine mo1n1ths nil T anter+ post 5mg
12 Q 14 Uni L Steroid cyclosporine 6 months nil | anter+ post 5mg
13 Q 12 Uni L Steroid cyclosporine 2 years * — anter+ post 5mg
14 3 15 BiL Steroid Cyclosporin 15 years nil T posterior 5mg
15 3 20 BiL Stero | Cyclosporin, Immun 2 years * T anter+ post 5mg
16 3 45 Uni L Steroid Cyclosporin 1 year nil l anter+ post 5mg
17 Q 35 BiL Steroid Cyclosporin 6 months * T anter+ post 5mg
18 3 63 BiL nil Cyclosporin 6 months nil T anter+ post 5mg
19 3 50 Uni L steroid Cyclosporin 3 year * T anter+ post 5mg
20 3 35 Uni L NiL Cyclosporin 6 months nil T anterior 5mg
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Discussion

Interferon 20 was effective
(95%) and rapidly acting (time of
response (2 - 4) weeks) for treatment
of Behcet’s disease with severe ocular
involvement, no new ocular
involvement during the fellow up
period and the incidence of relapse is
low.

For cyclosporine the
effectiveness was between (80-91) %,
[11, 12] the side effects were frequent
and the number of relapses during
dose-reduction was high.

As  comparison of data
reported, it seems that interferon 2a
had approximately the same response
rate as cyclosporine, but it would lead
to more stable response with less
ocular relapses, and it is used for
patients who were not responding to
other drugs.

Conclusion

Interferon 200 may be superior
to the standard therapy especially for
severe attacks of pan-uveitis and
retinal vasculitis due to its rapid action,
restoration of the visual acuity and its
potential for complete remission after

tapering of medication without
relapses.
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