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Patients with both severe atopic dermatitis (AD) and chronic myeloid
leukemia, chronic hepatitis B, or chronic hepatitis C were treated with
interferon-alpha (IFN-u). IFN-r treatment improved AD. Moreover, there
were also significant decreases in serum IgE and IgG4 levels and in
in vitro spontaneous IgE and IgG4 production by patients' mononuclear
cel ls.

Atopic dermatitis (AD) is an inflammatory skin dis-
ease characterrzed by chronic pruritus and increased
production of IgE in vivo andin vitro.In addition, we
have previously reported that serum IgG4 and in vitro
spontaneous IgG4 production by mononuclear cells
were increased in AD (7). We and others have also
reported that excessive production of interleukin-4
(IL-4) and/or defective production of interferon-
gamma (IFN-y) and IFN-a may play an etiologic
role for AD (2,8). Indeed, in children with AD, rz
vivo administration of IFN-y improved eczema (2).
In contrast, in vivo administration of IFN-u had no
effect on AD in adults (9), although the addition of
IFN-a t"o in vilro cultures decreased spontaneous
production of IgE and IgG4 in patients with AD (8).
On the other hand, in vivo administration of IFN-u
was effective in the treatment of chronic myeloid
leukemia (CML), chronic hepatitis B, and chronic
hepatitis C (1, 3, 11). We treated children with both
AD and CML, chronic hepatitis B, and chronic
hepatitis C with IFN-u, and found that it improved
AD remarkably. We also studied the effect of in vivo
IFN-u administration on serum IgE and IgG4 lev-
els, and ín víto spontaneous production of IgE and
lgG4 in those patients with AD.
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Material and methods

All patients had clinical features of severe AD by
Hanfin & Rajika's grading (4) and by our skin scor-
ing system (5), and were allergic to house-dust mite
by scratch test and RAST. Moreover, all of the pa-
tients' parents had allergies, including allergic rhin-
itis, AD, or allergic conjunctivitis. The severity of
AD was assessed by our scoring system, which as-
sesses severity of inflammation, lichenification, and
cracking on four areas of the body: face, trunk, arms,
and legs. The maximum possible score is 24. Scores
for itch were assessed as no itching (score 0), mild,
only itching at times (score 1), moderale, frequent,
annoying itching (score 2), and severe, constant, dis-
tressing itching (score 3). Scores for sleep were as-
sessed as sound sleep, no disturbance (score 0), some
difficulty in going to sleep, no disturbance during
night (score 1), difficulty in going to sleep, disturbed
once or twice during night (score 2), and great dif-
ficulty in going to sleep, disturbed may times during
night (score 3) (5). For all the patients, treatment
with steroid ointments, antihistamines, and antialler-
gic medication had failed. Patient characteristics are
shown in Table 1. Patient t had persistent leuko-
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Table 1 Effect of IFN-r on CML and chronrc hepatitis

Patient
(Age/sex)
diseases Treatment

Total leukocytes lVìetamyelocytes Eosinophils
(/rrl) {/pl) (/rrl)

weeks followed by three times per week for 18 weeks.
Patients 4 and 5 had chronic hepatitis C associated
with CAH as diagnosed by liver biopsy. Patients 4
and 5 had a history of blood transfusions for opera-
tions for ventricular septal defect and fracture, re-
spectively. They were treated with daily intramus-
cular administration of natural IFN-u (Sumiferon)
at a dose of 3 x 10" Iu/day for 4 weeks followed by
three times per week for 18 weeks. During IFN-I
treatment, no other drugs, including oral steroids,
oral antihistamines, antiallergic medication, or ste-
roid ointments, were given to the patients. The effect
of IFN-u on AD was determined by comparison
with before (baseline) and after 4, 8, and 22 weeks
of treatment.

Serum IgE and IgG4 levels were determined by
ELISA (5, 6). Mononuclear cells were separated
from patients' peripheral blood_ by Ficoll-Hypaque,
and they were cultured (2 x 10' cells/0.2 mllwell) in
96-well microplates with medium (RPMI- 1640
supplemented with I0% FCS) alone for 7 days.
Thereafter, spontaneous production of IgE and IgG4
was measured by ELISA (6). All results are reported
as means. Statistical analysis was performed with
two-tailed Student's /-test.

Results

As shown in Table 1, in patient 1, who had CML,
IFN-I treatment decreased the numbers of total
leukocytes, myelocytes,, and eosinophils in her pe-
ripheral blood. After 8 weeks, no myelocytes were
found, indicating effective treatment of the CML.
After 1 years, she is still lree of CML. Mild fever
(31 .2-37.8"C) and sl ight headache were observed
on days I-7 of IFN-u treatment as adverse effects,
and they were easily managed by oral antipyretics
(mefenamic acid). In patients 2 and 3, who had
chronic hepatitis B, serum GOT/GPT levels de-
creased, and returned to normal levels after 22 weeks
of IFN-e treatment. Moreover, in both patients, HBe
Ag and HBV-DNA polymerase disappeared, while
HBe Ab appeared. The numbers of eosinophils were
also decreased by IFN-I treatment (Table 1). Slight
headache was observed on days 1-4 of treatment in
patient 2, while mild fever (37 .I-31 .7'C) was ob-
served on days 1-5 of treatment in patient 3. Both
of these adverse effects were easily managed by
mefenamic acid. In patients 4 and 5, who had chronic
hepatitis C, serum GOT/GPT levels decreased, and
returned to normal levels after 22 weeks of IFN-u
treatment. In both patients, HCV-RNA became un-
detectable, while HCV Ab appeared. The numbers
of eosinophils were also decreased by IFN-u treat-
ment (Table 1). Mild fever (37 .2-31.9" C) and slight
headache were observed on days l-l of treatment
in patients 4 and 5, and they were easily managed by

Variables

Patient 1
(9 years/F) Baseline
CML 4 weeks
AD (8 years)* 8 weeks

22 weeks
1 year

Patient 2
/ r , \

I  rJ years/NI/ óaselne
Hepatitis B 4 weeks
(CAH) 8 weeks
AD (9 years) 22 weeks

I year

Patient 3
(10 years/F) Baseline
Hepatitis B 4 weeks
(CAH) 8 weeks
AD (7 years) 22 weeks

1 year

Patient 4
(8 years/M) Baseline
Hepatitìs C 4 weeks
(CAH) 8 weeks
AD (6 years) 22 weeks

1 year

Patient 5
(11 years/F) Baseline
Hepatitis C 4 weeks
(CAH) 8 weeks
AD (10 years) 22 weeks

1 year

23 600
13900
5800
5600
5400

GOT/GPT
(lu/l) HBe

Eosinophils
As/Ab/DNA-p (/ril)

5600
1 320
0
0
0

472
348
114
56
48

1 3 6 1 1 2 5  + l - l +
1 8 1 8 1  + l - l +
3 1 1 3 4  + l - l +
23121 - l+ l-
/ 1 l l t  - t t l -

9 5 1 1 2 2  + l - l +
6 2 1 5 1  + l - l +
25126 + l- l+
19117 -  l+  l -
24121 - l+ l -

GOT/GPT
(tu/t)

8 1 9
314
125
83
76

1 080
821
214
74
56

1 498
9 3 1
484
78
8 1

1 258
821
356
52
o l

Eosinophils
HCV-RNA/HCV Ab (/trl)

^ ^ 1 ^ ^  |  I
0 J / 0 Ò  t  |  -
. ^ 1 . .  I  I

c J / c r  r l -
34129 + l-
27123 -  l+
28131 -  l+

127t118 + l -
109/98 + I  -
52136 + I -
28129 - l+
27124 -  l+

DNA-P = 1'13Y-9NA PolYmerase.
* ln parenthesis, duration of AD is shown,

cytosis (24600-14800/pl) with I-4% myelocytes.
DNA blot analysis revealed rearrangement of bcr
(by 3' end's probe) gene. The chromosomal analy-
sis was 46, XX; thus, the patient was diagnosed as
having Ph' (-) CML. She was treated with daily
intramuscular administration of natural IFN-a
(Sumiferon, Sumitomo Pharmaceuticals, Osaka,
Japan) at a dose of 6 x 10' Iu/day for 8 weeks, fol-
lowed by administration of the same dose of IFN-u
three times per week. Patients 2 and 3 had chronic
hepatitis B associated with chronic active hepatitis
(CAH) as diagnosed by liver biopsy. Both of the
patients' mothers had HBe Ag. They were treated
with daily intramuscular administration of natural
IFN-u (Sumiferon) at a dose of 6 x 106lu/day for 4
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mefenamic acid. All of these patients were free of
hepatitis after 1 year without any medication.

As shown in Table 2, rn all patients, after 4 weeks
of IFN-u treatment, AD was significantly (P < 0.0 1)
improved as demonstrated by a decrease in scores
for skin, itch, and sleep. Each of these scores de-
creased further (P< 0.01) after 8 weeks of treatment
compared with values after 4 weeks of treatment,
and there was nearly complete resolution of AD
after 22 weeks. In association with improvement of
AD, there was significant decrease of serum IgE, but
not serum IgG4, and in vitro spontaneous produc-
tion of IgE and IgG4 at 4 weeks (Table 2). Serum
IgE and in vitro spontaneous production of IgE and
IgG4 were decreased further at 8 weeks compared
with values at 4 weeks. Moreover, serum IgG4 was
significantly decreased at 8 weeks of treatment com-
pared to values at baseline. All of these values de-
creased further at 22 weeks, at which time these

Table 2, Effect of IFN-r on atopic dermatitis and lg production

IFN-a in atopic dermatitis

values were almost normal compared with values for
controls. In contrast, IFN-u treatment had no elfect
on serum and invino production of IgGI, IgG2,
IgG3, IgM, IgA1, or lgA2 (data not shown). After
I year, all of these patients were free of AD. More-
over, their serum IgE and IgG4 levels and in vítro
production of IgE and IgG4 were not elevated
(Table 2).

Discussion

We have demonstrated that IFN-g treatment for
CML and chronic hepatitis also improved AD. In
addition, IFN-e administration selectively decreased
serum IgE and IgG4levels and ín vitro spontaneous
production of IgE and IgG4. This is not surprising.
We and others have reported that, in an ín vitro cul-
ture system, the addition of IFN-u inhibited spon-
taneous production of IgE and IgG4 without affect-
ing production of IgGl, IgG2, IgG3, IgM, or IgA
(8, 10). Although serum IgG4 was not decreased at
4 weeks of treatment, this may be due to the differ-
ence in biologic half-life of IgE (2.3 days) compared
with IgG4 (25 days). After 8 weeks, serum IgG4
levels were also decreased.

In contrast to our results,, IFN-s treatment was
ineffective for AD in adults (9). However, the dif-
ference of the IFN-s effect may be due to the doses
used, since our patients received two- to fourfold
dosages of the dosage of IFN-u used in that study.
Alternatively, the difference of the effects may be due
to the patients' age' as two adults (24 and 41 years
old) were treated in that study (9) while children
(8-13 years old) were treated in our study.

To our knowledge, this is the first report showing
that ín vivo administration of IFN-u improved AD
and decreased serum IgE and IgG4 levels, as well as
in vítro production of IgE and IgG4 in children. The
exact mechanisms by which IFN-u improved AD
and decreased ín vivo and in vitro production of IgE
and IgG4 remain to be elucidated. It is possible that
there may be a strong placebo effect by injection of
medication which could account for the clinical ef-
fects. However, this is unlikely for the following rea-
sons. Patients 2 and 4 were previously treated by
subcutaneous injection of house dust for 3 months
as hyposensitization because they had asthma at
that time. But hyposensitization neither improved
AD or asthma nor decreased in vívo or in vítro pro'
duction of IgE and IgG4, and the patients discon-
tinued this treatment.

We and others have reported that in in vítro cul-
tures IFN-cr inhibited IgE and IgG4 production by
mononuclear cells from patients with AD (6, 8, l0).
We also found that I days' incubation was required
to inhibit production of IgE (69 ! 13% inhibition,
n: 4) and IgG4 (65 t 17 \ inhibition, n: 4) by low

Scores Serum lg production rn rzivo

Patients Skin ltch Sleep
lsG4 lgE

(ms/dl) (ng/ml)
lgE

( lU /m l )
lgG4

(ng/ml)

Patient 1 (CML)
Baseline 18 3
4 weeks 10" 2#
8 weeks 4* 1*
22 weeks 1* 0**
1 year 1* 0**

Patient 2 (hepatitis B)
Baseline 19 3
4 weeks 12* 2#
8 weeks 2x 0**
22 weeks . 0** 0**
1 year 0** 0**

Patient 3 (hepatitis B)
Baseline 11 3
4 weeks 13*  2#
8 weeks 3tt 1*
22 weeks 2* 1*
1 year 2* 1*

Patient 4 (hepatitis C)
Baseline 18 3
4 weeks 9* 2#
8 weeks 2* 0**
12 weeks 1* 0**
1 year 1* 0**

Patient 5 (hepatitis C)
Baseline 19 3
4 weeks 10" 2#
8 weeks 3* 1*
22 weeks 1* 0**
1 year 0** 0**

Controls 0 0

1 4

rì**
n**

0**

n**
n**
n**

1 4

n**

n**

0**

3 3892
1.rf 2790*
0** 186*
0** 78*
0** 82*

3 4595
2# 2812x
0** 326*
0** 121*
0** 89*

0 24-157

8 1  5 , 8
11  2 .1 *
35* 0.5r,
19"  <  0 .2**
18*  < 0 .2n*

1 ^ ^  a 4  a

r J o  t J . c

126 9 3*
78"  0 ,9*
29* 0,4*
30* 0.6*

177 8.2
1 9 1  3 . 1 *
95* 0.4*
31*  <  0 ,3 * *
27* < 0.3**

159 10.2
142 5.4*
82* 2.0*
30* < 0.2i *

25* < 0.2**

121 12.5
109 7 .2*
6 2 *  1 , 1 *
28* 0.5*
21* < 0.2**

12-22 <0.2

t J t / .

735*
259*
121*
1 18',

2413
1 3 3 1 *
2 1 8 *
1 03*
1 06*

J l ,  t o

2529*
435*
213*
234*

30,9
18.8*
2 . 1 *

< 0.3**
< 0.3**

45,7
26.9t '
2,6*
0,3*
0.5*

J 0 ,  I

20.4*
7.2x
1 A *
t . t

0.8**

45.7
21.5*
4.3*

< 0.3**
< 0.3**

23,1*
9.2*
1 .4*

< 0,3**

<0.3

Controls: age-matched healthy chi ldren (n= 10). # P<0,05',  *P< 0.01 ; **P( 0.001
compared to baseline {before treatment),
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dose of IFN-I (250 tJ lml) in in vttro cultures. In con-
trast, only 1-day incubation was necessary with a
high dose of IFN-I (1500 U/ml) to inhibit  produc-
t ion of IgE (72!12% inhibit ion, / t :4) and lgG4
(7 5 t l0l .  inhibit ion, n: 4).I t  is possible that in ,- ivo
administration of a high dose of IFN-u abrogated
spontaneous IgE and IgG4 production. This possi-
bility is currently under investigation in our labora-
tory. IFN-u can be considered to be safe and effec-
tive treatment for severe childhood AD. However,
large-scale, placebo-controlled studies are needed.

References

l .  Ancpsp W. Meuno FR. Al tvrNe G. et  a l .  Inter feron
therapy for Phl posrtive CML patients relapsing after T cell-
depleted allogenic bone marrow transplantation. Bone Mar-
rou ,T ransp lan t  1990 :  5 :  309*15 .

2.  BocUNIEwICZ M. Jeppp HS. Izu A,  et  a l .  Recombinant
gamma interferon in treatment of patients with atopic der-
mat i t is  and elevated IgE levels.  Am J Med 1990: 88:  360-70.

3.  GnrrNsenc HB. Pol lano RB. Lurwrcr  LL,  et  a l .  Ef fect
of human leukocyte interferon on hepatitis B virus infection
in pat ients wi th chronic act ive hepat i t is .  N EnglJ Med 1976:
295: 5l'7 -22.

HaNTIN JM, Rartrce G. Diagnostic features of atopic der-
mat i t is .  Acta Derm Venereol  Suppl  (Stockh) 1980: 92:  44-7.
KIvara H, IcRnasHI M. Topical  cromolyn (d isodium cro-

moglycate) solution in the treatment of young children with

atopic dermat i t is .  Cl in Exp Al lergy 1990:20:281-3.
Klrrera H. Fur luoro M. Growth hormone and insul in-
like growth factor I induce immunoglobulin (Ig)E and IgG4
product ion by human B cel ls .  J  Exp Med 1994: 180:  121-32.
Krvera H. Htnarsurcn S. Effect of topical cromoglycate
solution on atopic dermatitis: combined treatment of sodium

cromoglycate solution with the oral anti-allergic medication,
oxatomide.  Eur J Pediatr  1994: 153:  66-71.
Krvara H. YosHroa A.  Furtvoro M, Mtrawe H. Ef fect
of vasoactive intestinal peptide, somatostatin, and substance
P on spontaneous IgE and IgG4 production in atopic pa-

t ients.  J Immunol  1993: 150:  4630-40.
MecKlE RM. Interferon-r for atopic dermatitis. Lancet
1990: i :  1282-3.
Rousssr F.  Roslnr  J.  ANoenv M, et  a l .  Shi f ts  in

interleukin-4 and interferon-y production by T cells of pa-

tients with elevated serum IgE levels and the modulatory ef-
fects of  these lymphokines on spontaneous IgE synthesis.  J

Al lergy Cl in Immunol  l99l :  87:  58-69.
RuIz-MonrNo M. Rue MJ. Caort l lo  L.  et  a l .  Treatment

of children with chronic hepatitis C with recombinant
interferon-r: a pilot study. Hepatology 1992: 16: 882-5.

/,|-.

6 .

1 .

t 1.

ó .

9.

1 0 .

840


